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10 - 1 - . 

ENDQTHKT.TN RKCEPTOR AWTAnnWT.qTS 

FTFlIiD OF TNYF.NTTON 

IS 

The present Invention relates to novel indane 
and Indene derivatives, pharmaceutical conq[>ositlons 
containing these compounds and their use as endothelin 
receptor antagonists. 

20 

BACKGROTTMn 

Endothelin (ET) is a highly potent 
vasoconstrictor peptide synthesized and released by the 

25 vascular endotheli\im. Endothelin exists as three 

isoforms, ET--1, ET-2 and ET-3. Of these, only ET-1 and 
ET-3 have been \found to be expressed in mammalian 
systems. [Unless otherwise stated "endothelin" shall 
mean any or all of the isoforms of endothelin] . 

30 Endothelin has profound effects on the cardiovascular 
system, and in particular, the coronary, renal and 
cerebral circulation. Elevated or abnormal release of 
endothelin is associated with smooth muscle contraction 
which is involved in the pathogenesis of cardiovascular, 

35 cerebrovascular, respiratory and renal pathophysiology. 
Elevated levels of endothelin have been reported in 
plasma from patients with essential hypertension, acute 
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myocardial infarction, siibarachnold hemorrhage, 
atherosclerosis, and patients with uraemia undergoing 
dialysis. 

Tn vivo , endothelin has pronounced effects on 
5 blood pressure and cardiac output. An intravenous bolus 
injection of ET (0.1 to 3 nmol/kg) in rats causes a 
transient, dose-related depressor response (lasting 0.5 
to 2 minutes) followed by a sustained, dose-dependent 
rise in arterial blood pressure which can remain 

10 elevated for 2 to 3 hours following dosing. Doses above 
3 nmol/kg in a rat often prove fatal. 

Endothelin appears to produce a preferential 
effect in the renal vascular bed. It produces a marked, 
long*lasting decrease in renal blood flow, accompanied 

15 by a significant decrease in GFR, urine volume, urinary 
sodium and potassium excretion. Endothelin produces a 
sustained antinatriuretic effect, despite significant 
elevations in atrial natriuretic peptide. Endothelin 
also stimulates plasma renin activity. These findings 

20 suggest that ET is involved in the regulation of renal 
function and is involved in a variety of renal disorders 
including acute renal failure, cyclosporine 
nephrotoxicity and chronic renal failure. 

Studies have shown that in vivo, the cerebral 

25 vasculature is highly sensitive to both the vasodilator 
and vasoconstrictor effects of endothelin. Therefore, 
ET may be an in^Jortant mediator of cerebral vasospasm, a 
frequent and often fatal consequence of subarachnoid 
hemorrhage. 

3Q ET also exhibits direct central nervous system 

effects such as severe apnea and ischemic lesions which 
suggests that ET may contribute to the development of 
cerebral infarcts and neuronal death. 

ET has also been implicated in myocardial 

35 ischemia (Nichols et al. Br. iT, Pharm, M: 597-601, 1989 
and Clozel and Clozel, Circ^-Bfia-, 65: 1193-1200, 1989) 
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coronary vasospasm (Fukuda et al., Eur, .t. Pharm. 165: 
301-304, 1989 and Liischer, Circ- 83: 701, 1991) heart 
failure, proliferation of vascular smooth muscle cells, 
(Takagi, Biochftm & Rinphyg ras. mmmiin . 168: 537-543, 
• 5 1990, Bobek filial-.. Am. >t. Phyaloi 2infl-r^ii; 1990) 

and atherosclerosis, (Nakaki et al., Rinrh^m. t. Biophys. 
Rea. fininninn 158: 880-881, 1989, and Lerman g>i- ai . . npw 
Eng. J. nf Mpfl, 325: 997-1001, 1991) . Increased levels 
of endothelin have been shown after coronary balloon 
10 angioplasty (Kadel gt- ai . . no. 2491 CArr.. 82: 627, 
1990) . 

Further, endothelin has been found to be a 
potent constrictor of Isolated mammalian airway tissue 
including human bronchus (Uchida ai . . Eur .t. 
15 Pharm . 154: 227-228 1986, LaGente, run. Tgvp. anoryy 
20: 343-348, 1990/ and Springall *>t! ai Lancet, 337: 
697-701, 1991) . 

Endothelin has been associated with the 
induction of haemorrhagic and necrotic damage in the 

20 gastric mucosa (Whittle ef- ai . . Br. J. Pharm. 95: 1011- 
1013, 1988); Raynaud's phenomenon, Cinniniello et al. ^ 
Lancet 337: 114-115, 1991); Migraine (Edmeads, Headache, 
Feb. 1991 p 127); Sepsis (Weitzberg et al., cirr. shnnir 
33: 222-227, 1991; Pittet et ai Ann. surg. 213: 262- 

25 264, 1991), Cyclosporin-induced renal failure or 

hypertension fEur. .t. Pharmar-ni ■ 180: 191-192, 1990, 
Kidney Jnt.^ 37: 1487-1491, 1990) and endotoxin shock and 
other endotoxin induced diseases fBiQPhf»m. Blophys. r«»s^ 
Commun,/ 161: 1220-1227, 1989, Ari-a Pht/«<ni. .«;^anrt 137: 

30 317-318, 198 9). 

Thus, endothelin receptor euitagonists would 
offer a unique af^roach toward the pharmacotherapy of 
hypertension, renal failure, cerebrovascular disease, 
myocardial ischemia, angina, heart failure, asthma, 

35 atherosclerosis, Raynaud's phenomenon, ulcers, sepsis, 
migraine, glaucoma, endotoxin shock, endotoxin induced 
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multiple organ failure or disseminated intravascular 
coagulation r cyclosporin-induced renal failure and as an 
adjunct in angioplasty and prevention of restenosis. 

5 RTTMMARY OF TWTC TMVRKrTTOM 

This invention con^rises indane and indene 
derivatives represented by Formtila 11) and 
pharmaceutical compositions containing these compounds, 

IQ and their use as endothelin receptor antagonists which 
are useful in the treatment of a variety of 
cardiovascular and renal diseases including but not 
limited to: hypertension, acute and chronic renal 
failiire, cyclosporine induced nephrotoxicity, stroke, 

IS cerebrovascular vasospasm, myocardial is^emia, angina, 
heart failure and atherosclerosis. 

This invention further constitutes a method 
for antagonizing endothelin receptors in an animal, 
including h\2mans, which comprises administering to an 

20 animal in need thereof an effective amount of a compound 
of Formula (I) . 

nP.TATT.RD DESCRTPTTQN OF THF. TTJVENTTQN 

25 The conqoounds of this invention are 

represented by structural Formula (I) : 



30 




(I) 



\ 



wherein: 
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'S. 



Rl is -X(CH2)nAr or -X(CH2)nR8 



or 



<c) 



R2 is hydrogen, Ar or (c); 
10 Pi is -X(CH2)nR8'* 

P2 is -X(CH2)nR8' or -XRgY; 

R3 and R5 are independently hydrogen, R^, OH, 
Ci_salkoxy, S(0)qRn, N{R6)2, Br, F, I, CI, CF3, NHCORg, 
-RHCO2R7, -XR9-Y or -X{CH2)nR8 wherein the methylene 
15 groups of -X<CH2)nR8 be xinsubstituted or sxibstituted 
by one or more -(CH2)nAr groups; 

R4 is hydrogen, Rn, OH, Ci-salkoxy, 
S(0)qRii,N(R6)2, -X(Rii), Br, F, I, CI or NHCORg wherein 
the Ci_5alkoxy may be vinsubstituted or substituted by 
20 OH, methoxy or halogen; 

Rg is independently hydrogen or Ci_4alkyl; 

R7 is independently hydrogen, Ci-galkyl or 

(CH2)nAr; 

Re is hydrogen, R^, C02R7r PO3H2, P(0)(0H)R7, 
25 CN, -C(0)N(R6)2# tetrazole or ORg; 

R9 is,Ci_ioaikyl» C2-ioalkenyl or phenyl all 

of whicA may be unsubstituted or sxibstituted by one or 
more OH, N(R6)2r COOH, halogen or XCi-salkyl; 
RlO is R3 or R4; 

Rll is Ci-salkyl, C2-8alJcenyl, C2-8alJcynyl all 

of which may be unsubstituted or substituted by one or 
more OH, CH2OH, N(R6)2 or halogen; 

X is (CH2)n/ 0, NRg or S<0)q; 
y is CH3 or X(CH2)nAr; 
35 Ar is: 



30 
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or 



(a) (b) 



naphthyl^ indolyl, pyridyl, thienylr 

oxazolidinyl, oxazolylr thiazolyl, isothiazolyl, 

pyrazolylr triazolyl, tetrazolyl, ' imidazolyl, 

imidazolidinylr thiazolidinyl, isoxazolyl^ oxadiazolylr 

thiadiazolyl/ morpholinyl, piperidinyl^ piperazinyl, 

pyrrolylr or pyrimidyl; all of which may be 
Tinsubstituted or substituted by one or more R3 or R4 

groups; 

A is C=0, or [C(R6)2lm^* 
B is -CH2- or ^O-; 

Zi and Z2 are independently hydrogen, Ci- 
Salkylr C2^QSLl}zenYl, Cz-QSiiyiynYl, OR, Ci-a^l^^oxy, 
S{0)qCi-8alkyl, N{R6)2/ Br, F, I, CI, NHCORg, 
-X(CH2)nR8' Plienyl, benzyl or C3.6cycloalkyl wherein the 
Ci-aalkylr C2-8^1J^^y^ C2-8^11^y^yl ^® optionally 
substituted by COOH, OH, C0(CH2)nCH3r CO (CH2)nCH2N (Re) 2* 
or halogen; or and Z2 together may be -0-A-O- on 

contiguous carbons; 

Zj is Zi or XRgY; 

q is zero, one or two; 

n is an integer from 0 to six; 

m is 1, 2 or 3; 
and the dotted line indicates the optional presence of a 
double bond; or a pbarmaceutically acceptable salt 
thereof; provided that 

• R2 is not hydrogen when X is S(0)q; 

• when the optional double bond is present 
there is only one Riq and there is no Px; 

• the coii5>ound of Formula I is not (IRS) -1,3- 
diphenylindene-2-carboxylic acid; (cis,cis)- 
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(IRS, 3SR) -1, 3-diphenylindane-2-carboxylic acid; 
(IRS) -3- [3-Methyl-l-phenyl- (IH) -ind-2-en-l-yl] 
propionic acid; or (IRS) -2 [1, 3-diphenyl- (IH) - 
ind-2-en-2-yl]ethanoic acid. 
5 Also included in the invention are 

pharmaceutically acceptable salt complexes. 

All alkyl^ alkenyl, alkynyl and alkoxy groups 
may be straight or branched. The term "halogen" is used 
to mean iodo, fluoro, chloro or bromo. Alkyl groups may 
10 be substituted by one or more halogens up to 
perhalogenation • 

The compounds of the present invention may 
contain one or more asymmetric carbon atoms and may 
exist in racemic and optically active form. All of 
15 these compounds and diastereoisomers are contenqplated to 
be within the scope of the present invention. 

Preferred compoxinds are those wherein R^ is 
X(CH2)nAr, (Ar is (a) or (b) ) , dihydrobenzofuranyl, 
benzodioxanyl, cyclohexyl, Ci-4alkyl; R2 is (a), (b) Ci- 
20 4alkyl, indolyl or hydrogen; R3 and R5 are independently 
hydrogen, OH, Ci-salkoxy, halogen, -0Ci.4alkyl phenyl, 
R11CO2R7, Ci-4alkyl, N(R6)2, NH(C0)CH3^ -X(CH2)nR8, "^Rg 
pyridyl, phenyl or S (OpCi-salkyl; R4 is hydrogen, OH, 
Ci-salkoxy, halogen, Ci-4alkyl, N(R6)2, NH(C0)CH3 
25 S(0)pCi-.5alkyl; Zj, Z2 and Z3 are independently XR9Y, 
benzyl, hydrogen, OH, Cj-salkoxy, -N(R6)2^ S(0)qCi- 
salkyl, NHCORg, X(CH2)nR8 or halogen, or Zi and Z2 
together may be -0-A-O on contiguous carbons; and P2 
are independently hydrogen, CO2H or tetrazole; Ar is 
30 (a), (b), phenyl, or pyridyl; X is (CH2)n or oxygen. 

More preferred are compounds wherein R3 is 
hydrogen or -X(CH2)nR8, R11CO2R7; R4 and R5 are 
independently hydrogen, OH, Ci-salkoxy, SCi-salkyl, F, 
Br, Ci-3alkyl or NH2; Zi and Z3 are hydrogen and Z2 is 
35 hydrogen, OH, Ci-salkoxy, halogen, X(CH2)nI^8' NH2, 

benzyl, NH(C0)CH3, or Z^ and Z2 together may be 0-A-O. 
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'9- 

Most preferred are compounds wherein Ri is (b) 
and R2 is (a) or (b); A is CH2, B is -0-; there is no 
optional double bond; Rj. and XR2 are trans to Px; Z2 is 
OH, Ci-salkoxy, -OCH2CHCH2 or hydrogen, Zi is hydrogen; 
5 R3 is hydrogen, X{CH2)qC00H or CH=CHC02H, R4 is 

hydrogen, substituted phenyl, or Cx-2allcoxy; and R5, Rio 
- and P2 are hydrogen. 

Especially preferred are the following 

10 compounds: 

(IRS, 2SR, 3SR) -1- {4-Methoxyphenyiy -3- (3, 4-iBethylene- 
dioxsfphenyi) indane-a-cctrboj^lic acid; 

(IRS, 2RS, 3SR)-5-Hydroxy-3-(4-methoxyphenyl)-l-(3,4- 
15 inethylenedio^henyl)lndane-2-carboxylic acid; 

(IRS, 2RS, 3SR) -5-Methoxy-3- (4-inethoxyphenyl) -1- (3, 4- 
methylenedioiq^henyl} indane-2-carboxylic acid; 

20 (IRS, 2SR, 3SR>-l,3-Bis(3,4-methylenedioxyphenyl)-5- 
5-hydroxyindane-2'^carboxylic acid; 

(IRS, 2SR, 3RS) -3- (2-Carboxyniethoxy-4-inethoxyphenyl) -1- 
(3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) -indane-2- 
25 Ceurboxylic acid 

t 

(IRS, 2SR, 3SR) -3- (2-Carboxymethoxy-4-methoxyphenyl) -1- 
(2-methoxy-4, 5-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
indane-2-carboxylic acid 

30 

(IRS, 2SR, 3RS) -3- [2- (l-Carboxyeth-2-yloxy) -4-methoxy- 
phenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
indane-2-carboxylic acid, bis-dicyclohexylamine salt; 
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(IRS, 2SR, 3SR)-3-[2-[ (E)-2-Carboxyethen-l-yl]-4- 
methoxyphenyl] -1- (3, 4-methyleneciioxyphenyl) -5- (prop-1- 
yloxy) indane-2-carboxyllc acid; 

5 <1RS, 2SR, 3SR)-3-t2-(2-Carboxyeth-l-yl)-4-methoxy- 
phenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
lndane-2-carboxyllc acid; 

(IRS, 2SR, 3RS) -3- [2- (3-Carboxyphenyl) -4-methoxyphenyl] -1- 
10 (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2- 
carboxylic acid 

The present invention provides confounds of 
Formula (I) above 

15 



20 




\ 



which can be prepared by a process which comprises: 

a) reacting a compound of Formula (2) wherein 
X is Ci-salkyl 



O 



30 




(2) 



35 with a substituted benzaldehyde or aldehyde of Formula (3) . 
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D-CHO (3) 

wherein D is Ar or (c) as defined in Formula in a 
suitable solvent such as benzene with a catalyst such as 
5 piperidinium acetate at reflux to provide a compound of 
Formula (4) • 



0 



10 




Cyclization of conqpound (4) in the presence 
15 of a suitable Lewis acid such as titanium tetra* 

choloride or aluminum chloride or alternatively when 
is 3-OR (meta) (where R is Cx^salkyl, or benzyl) , 
trifluoroacetic acid, provides an indanone of the 
Formula (5) . 




(5) 



Dehydrogenation with 2r3-dichloro-5r 6-dicyano- 

1.4- benzoquinone in an appropriate solvent or 
alternatively bromination with pyridinium hydrobromide 

30 perbromide in dichloromethane followed by treatment with 

1.5- diazabicyclo[4r3/01non-5-ene provides indenones of 
Formula (6) • 



35 
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b) Alternatively, a compound of Formula 6 
wherein Zi, Z2 and Z3 are hydrogen and 



\ 



10 can be prepared by treatment of 2~bromobenzolc acid with 
two equivalents of n-butyllithium in a solvent such as 
tetrahydrofuran under argon at -78 Z followed by the 
addition of an acid chloride of formula (7) : 



IS 



20 



(7) 



provides a compound of formula (6) : 



25 



30 




(8) 



Treatment of compounds of type (8) with 
thionyl chloride at reflux gives an acid chloride which 
35 can be isolated by concentration under reduced pressure. 
This acid chloride can then be treated with diethyl 
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10 



magnesium malonate in a solvent sucH as ether to give a 
compound of foznula (9) : 




Reaction of a confound of type (9) at reflux 
with 5% aqueous sodium carbonate gives cooqpounds of 
15 formula (10): 



20 



25 



30 




(10) 



c) Treatment of an inctenone of formula (11) 

O 




COJC 



(11) 



wherein Z^, Z2f Z3 and Ri are as defined for formula I 
35 or a groi:?> convertable to them, with an organomagnesium 
compound of Formula (12) wherein R2 is defined for 
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R2(CH2)nMgBr (12) 



Formula I or a group convertable to it, in a suitable 
solvent at 0*C provides compounds of formula (13) : 

5 



10 




(13) 



Saponification of compounds of formula (13) using 
sodium hydroxide in aqueous methanol followed by 
15 reduction with triethylsilane and boron trifluoride 
etherate in a suitable solvent such as dichloromethane 
at O^'C affords racemic compounds of formula (14) . 



20 




(14) 



25 Conjugate addition of nucleophiles to an ester derived 

from formula (14), followed by saponification affords 
compounds of formula (I) having an Riq other than 

hydrogen. Re- introduction of a double bond into an 
ester derived from such acids followed by conjugate 
30 addition of another nucleophilic species and subsequent 
saponification affords compounds of formula (1) in which 
neither R^q substituent is hydrogen. 

Reduction of compounds of formula (13) with 
triethylsilane and boron trifuoride etherate in a 
35 suitable solvent such as dichloromethatne at O^C followed 
by hydrogenation with hydrogen gas under pressure at 
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approximately 60 psi in the presence of a suitable 
catalyst such as 10% palladium on charcoal affords 
compounds of formula (15) : 




(15) 



10 

Alkylation or acylation of the ester enolate 
derived from formula (15) affords compounds wherein Px 
and P2 are as defined in formula (1) • 

15 Alternatively, hydrogenation of conqpounds of 

formula (13) with hydrogen gas under pressure at 
approximately 60 psi in the presence of a suitable 
catalyst such as 10% palladium on charcoal in a suitable 
solvent such as ethyl acetate or methanol' containing 1- 

20 5% acetic acid affords compounds of formula (15) . 

Treatment of these compounds with a base such as sodium 
• hydroxide in a suitable solvent such as aqueous ethanol 
provides racemic confounds of formula (16) : 




(16) 



wherein Zi, Zz and Z3 are hydrogen; Ri « R2; and n is 0. 
Treatment of compounds of formula (13) with 
triethylsilane and boron trifluoride etherate in a 
35 suitable solvent such as dichloromethane at 0**C followed 
by reaction with samarium II iodide in a suitable 
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solvent such as tetrahydrofuran and then saponification, 
provides compounds of formula (17) 




CQjH (17) 



10 With appropriate manipulation and protection 

of any chemical functionalities, synthesis of the 
remaining compounds of the Formula (I) is accomplished 
by methods analogous to those above and to those 
described in the Experimental section. 

IS In order to use a compound of the Formula (I) 

or a pharmaceutically acceptable salt thereof for the 
treatment of humans and other mammals it is normally 
formulated in accordance with standard pharmaceutical 
practice as a pharmaceutical composition* 

20 Compoxinds of Formula (I) and their 

pharmaceutically acceptable salts may be administered in 
a standard manner for the treatment of the indicated 
diseases, for example orally, parenterally, sub- 
lingually, transdermally, rectally, via inhalation or 

25 via buccal administration. 

Confounds of Formula (I) and their 
pharmaceutically acceptable salts which are active when 
given orally can be formulated as syrups, tablets, 
capsules and lozenges. A syrup formulation will 

30 generally consist of a suspension or solution of the 
compound or salt in a liquid carrier for example, 
ethanol, peanut oil, olive oil, glycerine or water with 
a flavouring or colouring agent. Where the composition 
is in the form of a tablet, any pharmaceutical carrier 

35 routinely used for preparing solid formulations may be 
used. Examples of such carriers include magnesium 
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stearate, terra alba^ talc, gelatin, agar, pectin, 
acacia, stearic acid, starch, lactose and sucrose. 
Where the con5)osition is in the form of a capsule, any 
routine encapsxilation is suitable, for example using the 
5 aforementioned carriers in a hard gelatin capsule shell. 
PJhere the composition is in the form of a soft gelatin 
shell capsule any pharmaceutical carrier routinely used 
for preparing dispersions or suspensions may be 
considered, for exan^le aqueous gums, celluloses, 

10 silicates or oils and are incorporated in a soft gelatin 
capsule shell. 

Typical parenteral cospositions consist of a 
solution or suspension of the coxnpound or salt in a 
sterile aqueous or non-aqueous carrier optionally 

15 containing a parenterally acceptable oil, for exaniple 
polyethylene glycol, polyvinylpyrrolidone, lecithin, 
arachis oil, or sesame oil. 

Typical compositions for inhalation are in the 
form of a solution, suspension or emulsion that may be 

20 administered as a dry powder or in the form of an 
aerosol using a conventional propellant such as 
dichlorodifluoromethane or trichlorof luoromethane . 

A typical suppository formulation comprises a 
compound of Formula (1) or a pharmaceutically acceptable 

25 salt thereof which is active when administered in this 
way, with a binding and/or lubricating agent, for 
example polymeric glycols, gelatins, cocoa-butter or 
other low melting vegetable waxes or fats or their 
synthetic analogues. 

30 Typical transdermal formulations conqprise a 

conventional aqueous or non-aqueous vehicle, for example 
a cream, ointment, lotion or paste or are in the form of 
a medicated plaster, patch or membrane. 

Preferably the composition is in unit dosage 

35 form, for example a tablet, capsule or metered aerosol 
dose, so that the patient may administer to themselves a 



wo 93/08799 



PCT/US92/09427 



single dose. 

Each dosage unit for oral administration 
contains suitably from 0.1 mg to 500 mg/Kg, and 
preferably from 1 mg to 100 mg/Kg, and each dosage unit 
5 for parenteral administration contains suitably from 0.1 
mg to 100 mg, of a compound of Formula (I) or a 
pharmaceutically acceptable salt thereof calculated as 
the free acid. Each dosage unit for intranasal 
administration contains suitably 1-400 mg and preferably 

10 10 to 200 mg per person. A topical formulation contains 
suitably 0.01 to 1.0% of a compound of Formula (I). 

The daily dosage regimen for oral 
administration is suitably about 0.01 mg/Kg to 40 mg/Kg, 
of a compound of Formula (I) or a pharmaceutically 

15 acceptable salt thereof calculated as the free acid. 
The daily dosage regimen for parenteral administration 
is suitably about 0.001 mg/Kg to 40 mg/Kg, of a compound 
of the Formula (I) or a pharmaceutically acceptable salt 
thereof calculated as the free acid. The daily dosage 

20 regimen for intranasal administration and oral 

inhalation is suitably about 10 to about 500 mg/person. 
The active ingredient may be administered from 1 to 6 
times a day, sufficient to exhibit the desired activity. 
No unacceptable toxicological effects are 

25 expected when compounds of the invention are 

administered in , accordance with the present invention. 

The biological activity of the compounds of 
Formula (I) are demonstrated by the following tests: 

30 I. Binding Assay 

A) Membrane Prfipararlnn 

Rat cerebellum or kidney cortex were rapidly 
dissected and frozen immediately in liquid nitrogen or 
used fresh. The tissues, 1-2 g for cerebellum or 3-5 g 
35 for kidney cortex, were homogenized in 15 mis of buffer 
containing 20mM Tris HCl and 5mM EDTA, pH 7.5 at 4''C 
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using a motor-driven homogenizer. The homogenates were 
filtered through cheesecloth and centrifuged at 20r000 x 
g for 10 minutes at 4**C. The supernatant was removed 
and centrifuged at 40^000 xg for 30 minutes at 4*^0. The 
5 resulting pellet was resuspended in a small volxame of 
buffer containing 50 mM TriSr 10 mM MgCl2/ pH 7.5; 

aliquotted with small vials and frozen in liquid 
nitrogen. The membranes were diluted to give 1 and 5 mg 
of protein for each tvbe for cerebellum and kidney 

10 cortex in the binding assay. 

Freshly isolated rat mesenteric artery and 
collateral vascular bed were washed in ice cold saline 
(on ice) and lymph nodes were removed from along the 
major vessel. Then, the tissue was homogenized using a 

IS polytron in buffer containing 20 mM Tris and 5mM EDTA, 
pH 7.5 at 4*C in 15 ml volume for -6 gm of mesenteric 
artery bed. The homogenate was strained through 
cheesecloth and centrifuged at 2,000 xg for 10 min. at 
4*C. The supernatant was removed and centrifuged at 

20 40,000 xg for 30 min. at 4*C. The resulting pellet was 
resuspended as explained above for cerebellum and kidney 
cortex. Approximately 10 mg of membrane protein was 
used for each tube in binding experiments. 
B) [125T]irT>l R^nriino Prot^ngol 

25 t^^^IJET-l binding to membranes from rat 

cerebellum (2-5, mg protein/assay tube) or kidney cortex 
(3-8 mg protein/assay tube) were measured after 60 
minutes incubation at. 30'C in 50 mM Tris HCl, 10 mM 
MgCl2r 0.05% BSA, pH 7.5 buffer in a total volxime of 100 

30 ml. Membrane protein was added to tubes containing 
either buffer or indicated concentration of compoiuds. 
[125xjET-i (2200 Ci/mmol) was diluted in the same buffer 
containing BSA to give a final concentration of 0.2-0»5 
nM ET-1. Total and nonspecific binding were measured in 

35 the absence and presence of 100 nM unlabelled ET-1. 
After the inciabation, the reactions were stopped with 
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3.0 ml cold buffer containing 50 mM Tris and 10 mM 
MgCl27 PH 7.5. Membrane botmd radioactivity was 

separated from free ligand by filtering through Whatman 
GF/C filter paper and washing the filters 5 times with 3 
5 ml of cold buffer using a Brandel cell harvester. 

Filter papers were counted in a gamma counter with an 
efficiency of 75%. ICsq's for the compounds of this 

invention range from 0.1 nm to 50 ^m. 

10 II. In Vitrn Vafirii1aT> fitnnn^^ MusrlA An1'^v^^y 

Rat aorta are cleaned of connective tissue and 
adherent fat, and cut into ring segments approximately 3 
to 4 mm in length. Vascular rings are suspended in 
organ bath chambers (10 ml) containing Krebs-bi carbonate 
15 solution of the following composition (millimolar) : 

NaCl, 112.0; KCl, 4.7; KH2PO4, 1.2; MgS04, 1.2; CaCl2, 
2.5; NaHC03, 25.0; and dextrose, 11.0. Tissue bath 

solutions are maintained at 37 and aerated 
continuously with 95% O2/ 5% CO2. Resting tensions of 

20 aorta are maintained at 1 g and allowed to equilibrate 
for 2 hrs., during which time the bathing solution is 
changed every 15 to 20 min. Isometric tensions are 
recorded on Beckman R-6H dynographs with Grass FT03 
force-displacement transducer. Cumulative 

25 concentration-response curves to ET-1 or other 

contractile agoxjists are constructed by the method of 
step-wise addition of the agonist. ET-1 concentrations 
are increased only after the previous concentration 
produces a steady-state contractile response. Only one 

30 concentration-response curve to ET-1 is generated in 
each tissue. ET receptor antagonists are added to 
paired tissues 30 min prior to the initiation of the 
concentration-response to contractile agonists. 

ET-1 induced vascular contractions are 

35 expressed as a percentage of the response elicited by 60 
mM KCl for each individual tissue which is determined at 
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the beginning of each experiment. Data are expressed as 
the mean ± S*E»M. Dissociation constants (Kj^) of 

competitive antagonists were determined by the standard 
method of Arunlalcshana and Schild. The potency range 
5 for compounds of this invention range from 0.1 nM to 50 
tim. 

The following examples are illustrative and 
are not limiting of the compounds of this invention. 

10 KVAMPLK i 

n R5^, PRS, .^SR^ -1 - f 4-MethnxvDhfinvl> >3-r>hpnvHndanfi" 
P-narhnKyHc acid 

a) P-^^y^ nPfi^ n^Hvdrovy-l-- r4^in^1"hoxvnhenvl> 

15 phenyl i ndftnf>^2^>ffarhnyyiafre , To dry magnesixxm turnings 
(0.88 g, 36 mmol) under an argon atmosphere was added, 
portionwise, a solution of p-bromoanisole (4.5 ml, 36 
mmol) in 5% THF/ Et20 (37 ml) . The resulting p-methoxy- 
phenyl magnesium bromide solution was added to a 

20 solution of ethyl l-oxo-3-phenylindene-2-carboxylate 
(5.0 q, 18 mmol) in Et20 (300 ml) under an argon 
atmosphere at O^'c. The resulting mixture was allowed to 
wcirm to room temperature and was stirred for 10 min. 
The mixture was partitioned between 3M HCl (100 ml) and 

25 EtOAc (200 ml) . The organic extract was washed 

successively with H2O, aqueous NaHCOS/ H2O and saturated 
aqueous NaCl and dried (Na2S04) . The solvent was 
removed in vacuo to provide a yellow oil which was 
treated with Et20/ hexanes. The solid which formed was 

30 collected by filtration (3.47 g) . The filtrate was 
concentrated under reduced pressure and purified by 
flash chromatography. The material which was isolated 
was treated with Et20/ hexanes, and the additional solid 
which formed (1.76 g, 75% total yield) was collected by 

35 filtration to afford the title compound. 
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'2t- 

b) Rt.hvl m.S) -1- M-MPt-hnvynhanyl ^-3-phPnv^^ nf^Pn^>2- 
Ca^bO«ylate. To a solution of ethyl (IRS) [l-hydroxy-l- 

(4-roethoxyphenyl) ]-3-phenyllndene-2-carboxylate (4.65 g, 
12.0 nunol) in CH2CI2 (40 ml) at 0*C under an argon 

5 atmosphere was added triethylsilane (2.34 ml, 14.6 

mmol), followed by boron trifluoride etherate (8.8 ml, 

71 mmol) . The reaction mixture was allowed to warm to 

room teitqperature and stirred for 10 min, at which time 

was added slowly 3M HCl (50 ml) . The mixture was 

10 extracted with EtOAc (150 ml). The organic extract was 
washed successively with H2O, aqueous NaHCOs, H2O and 
saturated aqueous NaCl and dried. The solvent was 
removed in vacuo, and the residue was purified by flash 
chromatography on silica gel, eluting with 10% BtOAc/ 

IS hexanes to provide the title compound (4.2 g, 95%) as a 
mixture of Al and A2 double bond Isomers. 

C) Ethvl (IRS . 2SR. 3SR> ~1 - M-MPl-hnvYphp.nv1 ^ -3- 
nhgnvl i nrian^-7->^arhnvy1 al-o TO a SOlUtion Of ethyl 

20 (RS) -1- (4-methoxyphenyl) -3-phenylindene-2-carboxylate 
(5.75 g, 15 mmol) in EtOAc (150 ml) was added 5% 
palladium on activated carbon (600 mg) . The resulting 
suspension was stirred under an atmosphere of H2 for 1 
d, then was filtered through a pad of Celite. The 
25 filtrate was concentrated under reduced pressure to 
afford the title coiQ>ound, which was used without 
further purification. 

d) flRS.2RS. 3SR>-1- M-Mprhovyph^nvH -^-phAnvUnrtano-^- 
ffarhnvylir sr.iri. To a solution of ethyl (1RS,2SR,3SR)- 
1- (4-methoxyphenyl) -3-phenylindane-2-carboxylate, (5 . 5 
g, 14.8 mmol) in EtOH (70 ml) was added 5M NaOH (9 ml, 
45 mmol) . The resulting mixture was stirred under an 
argon atmosphere for 1 d, at which time H2O (70 ml) was 

added. The mixture was concentrated under reduced 
pressure. The aqueous residue was extracted with Et20, 
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and the Et20 extracts were discarded. The aqueous phase 
was acidified with 6M HCl and extracted several times 
with EtOAc. The combined EtOAc extracts were washed 
successively with H20 and saturated aqueous NaCl and 
5 dried. The solvent was removed in vacuo to provide an 
oily residue which crystallized upon stauiding. The 
solid material was recrystallized from EtOAc/ hexanes to 
afford the title compound (4.25 g, 83%); m.p. 164 - 
166°C. 

10 1h wmr (CDCI3) : 5 7.35 - 7.18 (m, 9H) ; 6.92 - 6.88 
(m, 4H); 4.68 (d, IH, J = 10 Hz); 4.64 (d, IH, 
J= 10 Hz); 3.81 {s, 3H); 3.34 (t, IH, J = 10 Hz). 
m : 345 [(M+H)+l. 

Anal . Calc. for C23H20O3 : C, 80.21; H, 5.85. 
IS Found C, 80.21; H 6.03. 

g.YaMPT.R 2 

fi-^a«e i-i>»n«^ -1 . ^-n4 / J-me^Thnvvnhftnvl ) - 
i rtrtane-9-/»ayhft»vT in Arid 

20 a) y.1-Hyl 2-B «»n7;nv1 M-hvriroxvnhPnv1 ) PrOPRnoate . To a 
solution of 4-hydroxybenzaldehyde (31.7 g, 0.26 mol) and 
ethyl benzoylacetate (45.5 ml, 0.26 mol) in EtOH (45 ml) 
under an argon atmosphere was added piperidine (2.6 ml, 
0.026 mol) and acetic acid (3 drops). After stirring at 

25 room temperature overnight, the resulting solid mixture 
was treated with hot EtOH (700 ml) , and then allowed to 
cool. The crystals which formed were collected by 
filtration to afford, the title confound (61.0 g, 79%). 

30 b) p>hyi "^gR^ -"^^ /^-wirrti-nvvnh«»nvl S -1 -nxol ndane-2- 

r-ar-hnvvTate . To a mixture of ethyl 2-benzoyl-3- (4- 
hydroxyphenyDpropenoate (0.50 g, 1.7 mmol) in CH2CI2 
(15 ml) at 0"C iinder an argon atmosphere was added 
titanium tetrachloride (0.93 ml, 8.3 mmol). The 

35 resulting mixture was allowed to stir at room 

temperature overnight. The reaction was slowly quenched 



wo 93/08799 



PCT/US92/09427 



with 3M HCl, then partitioned between EtOAc (50 ml) and 
3M HCl. The aqueous phase was extracted with EtOAc, and 
the combined organic extracts were washed successively 
with H2O and saturated aqueous NaCl, and dried (Na2S04) . 
5 The solvent was removed in vacuo^ and the solid residue 
was recrystallized from EtOAc/ hexanes to afford the 
title compound (410 mg, 82%) . 



C) Ethvl (?R,S, 3SR) -3- (4-t->Bnfv1riiiiiAt>hy1 1 Avyph^nyl 
10 QXQindanP>2-rarhrivYT To a solution of ethyl 

(2RS, 3SR) -3- (4-hydroxyphenyl) -l-oxoindane-2-carboxylate 
(3,0 g, 10.2 mmol) in DMF (10 ml) under an argon 
atmosphere were added imidazole (1.72 g^ 25.3 mmol) and 
t-butyldimethylchloro-silane (1.82 g, 12.1 mmol). The 
15 resulting mixture was allowed to stir at room 

temperature for 3 d, then was poured into dilute aqueous 
HCl and extracted with EtOAc (2x) . The combined organic 
extracts were washed successively with H2O, aqueous 
NaHCOa, H2O and saturated aqueous NaCl and dried. The 
20 solvent was removed in vacuo to provide the title 
compound (5.40 g) which was used without further 
purification. 

d) Ethvl 3- M-t-ButvlriimPt^hYl ^ pxyphpnyl \ -1 -nyni nripnp- 

25 2-carbp«y1nrft> To a solution of ethyl (2RS,3SR)-3-(4-t- 

butyldimethylsiloxyphenyl)-l-oxoindane-2-carboxylate 
(130 mg, 0.32 mmol) in CH2CI2 (3 ml) under an argon 

atmosphere was added 2, 3-dichloro-5, 6-dicyano-l^ 4- 
benzoquinone (80 mg, 0.35 mmol). The resulting mixture 

30 was stirred for 2.5 h. Aqueous NaHSOs and EtOAc were 
added, and the mixture was stirred for 5 min. The 
aqueous phase was separated and extracted with EtOAc, 
and the combined organic extracts were washed 
successively with aqueous NaHCOs, H2O and saturated 

35 aqueous NaCl and dried. The solvent was removed in 
vacuo, and the residue was purified by flash 
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Chromatography on silica gel to afford the title 
compound (110 mg, S5%) . 

e) P!1-hy1 MRSI M-f-T^ii1"y1HiTnft1>hv1 si 1 Qxvnbpnvl ) "1- 

5 hydroyy-l - /4>m^t^hQyyphAnyl V InH^nA-^^garhnxvlate. TO dry 

magnesiiim turnings (119 mg, 4.9 mmol) under an argon 
atmosphere was added, portionwise, a solution of p- 
bromoanisole (0.61 ml, 4*9 mmol) in 9 : 1 Et20/ THF (10 
ml) . The resulting p-methoxyphenyl magnesium bromide 

10 solution was added to a solution' of ethyl 3-(4-t- 
butyldimethylsiloxyphenyl)-l-oxoindene-2-carboxylate 
(1.00 g, 2.5 mmol) in EtaO (60 ml) under an argon 
atmosphere at 0*C. The resulting mixture was allowed to 
warm to room temperature and was stirred for 5 min. The 

15 mixture was partitioned between 3M HCl and EtOAc. The 
organic extract was washed successively with HaO, 
aqueous NaHCOa, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo to provide the 
title compound (1.47 g) which was used without further 

20 purification. 

f) P.i-hy 1 rRS \ -1 - r4--h-Biifyl dimethyl fil 1 QXvnhenvT ) -3- f 4" 
Tni:>l-hnvyp h^ny1 H nri^n^-^-irarbovylate , To a SOlution Of 

ethyl (IRS) -3- (4-t-butyldimethylsiloxyphenyl) -1-hydroxy- 
25 l-(4-methoxyphenyl)indene-2-carboxylate (2.5 mmol, 

prepared above) ^ in CH2CI2 (10 ml) at 0*C under an argon 
atmosphere was added triethylsilane (0.48 ml, 3.0 mmol), 
followed by boron trifluoride etherate (1.8 ml, 14.6 
mmol) . The reaction mixture was allowed to warm to room 
30 temperatixre and stirred for 10 min, at which time was 
added slowly 3M HCl. The mixture was extracted with 
EtOAc. The organic extract was washed successively with ^ 
H2O, aqueous NaHCOa, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo, and the ? 
35 residue was purified by flash chromatography on silica 
gel, eluting with 15% Et20/ hexanes to provide the title 
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coxopound as a mixture of Al and A2 double bond isomers 
(820 mg, 67% for two steps) • 

5 silQXVPhenvl^-3>U-met:hQxvphAnyl^ indan^-:?-rarhnyylat:e. 

To a solution of ethyl (RS) -3- (4-t-butyldimethylsiloxy- 
phenyl) -1- (4-methoxyphenyl) indene-2-carboxylate (mixture 
of Al and A2 double bond isomers) (750 mg, 1«5 mmol) in 
EtOH (25 ml) was added 5% palladitua on activated carbon 
10 (70 mg) . The resulting suspension was stirred under an 
atmosphere of H2 for 18 h, then was filtered through a 

pad of Celite. The filtrate was concentrated under 
reduced pressure to afford the title compound (730 mg, 
97%), which was used without further purification. 

IS 

mPf.hQyyphf^nyl \ 1 nriani^-?-ffarhnxy1 at-<^ . To a solution of 
ethyl (IRS, 2SR, 3SR) -1- (4-t-butyldimethylsiloxyphenyl) -3- 
(4-methoxyphenyl) indane-2-carboxylate (723 mg, 1.4 mmol) 

20 in EtOH (20 ml) was added IM NaOH (1.6 ml, 1.6 mmol), 
and the resulting mixture was stirred at room 
temperature for 30 min. The mixture was then 
partitioned between 3M HCl and EtOAc. The aqueous phase 
was extracted with BtOAc, and the combined organic 

25 extracts were washed successively with H2O and saturated 

acpieous NaCl and dried. The solvent was removed in 
vacuo to afford the title compound (554 mg, 100%) • 

30 ffart-^ftvyiat-f^ . To a solution Of ethyl (lRS,2RS,3SR)-l-(4- 
hydroxyphenyl) -3- (4-methoxyphenyl) indane-2~carboxylate 
(270 mg, 0.7 mmol) in acetonitrile (5 ml) at 0*C was 
•added 1, 8-diazabicyclo[ 5.4.0] undec-7-ene (0.25 ml, 1.7 
mmol), followed by methyl iodide (0.5 ml, 8.0 mmol). 

35 The resulting mixture was allowed to warm to room 

temperature and was stirred overnight. The mixture was 
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partltioned between EtOAc and dilute aqueous HCl. The 
organic extract was washed with saturated aqueous NaCl 
and dried. The solvent was removed in vacuo, and the 
residue was purified by flash chromatography to afford 
5 the title conqpound (40 mg, 32% based on recovered 
starting material) . 

f-aT-^nvvUfr arid . To a solution of ethyl (cis, cis)-l,3- 

10 di (4-methoxyphenyl) indane-2-carb'oxylate (35 mg, 0.09 
mmol) in EtOH (3 ml) was added IM NaOH (0.25 ml, 0.25 
mmol), and the resulting mixture was allowed to stir at 
room temperature ovemis^t. Thin layer chromatographic 
analysis at this time indicated that the reaction was 

IS incomplete, so 5M NaOH (0.15 ml, 0.75 mmol) was added, 
and the mixture was allowed to stand at 0"C for 5 days. 
Water was added, and the mixture was concentrated under 
reduced pressure. The aqueous residue was extracted 
with Bt20 (2x), and the Et20 extracts were discarded. 

20 The aqueous phase was acidified with 6M HCl and 

extracted several times with EtOAc. The combined EtOAc 
extracts were washed successively with H2O and saturated 
aqueous NaCl and dried. The solvent was removed in 
vacuo to provide an oily residue which crystallized upon 

25 standing. The solid material was recrystallized from 
EtOAc/ hexanes to afford the title compound (19 mg, 
59%)/ m.p. 192 - 193*0. 

Iw WMR (acetone-d6) : 5 7.25 (dd, 4H, J= 6.6 Hz, 2.1 
Hz); 7.21 - 7.18 (m, 2H) ; 6.92 (dd, 4H, J* 6.6 Hz, 
30 2.1 Hz); 6.86 - 6.83 (m, 2H); 4.59 (d, 2H, J = 10 Hz); 
3.79 (s, 6H); 3.26 (t, IH, J = 10 Hz) . MS : 392 
[ (MfNH4) *] . 

anal . Calc. for C24H22O4 : C, 76.99; H, 5.92. 
Found C, 76.74; H 6.15. 
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EXAMPT.R ^ 

f IRS, 25R. -1 - M-M^I-hnvy ph^nvl ^ n . 4- 

mftthvlftnedinyvnhpnvlHndan^-^-rarhnvyi jr arid 

S a) 2- (3 , 4"Methvl enPrii oxvhpnynyl 1 b^nzni r Ar^ ri . To a 
solution of 2-broinobenzoic acid (12 g, 0.06 mol) in THF 
(200 ml) at -100 under an argon atmosphere was added 
dropwise n-butyl lithium (50 ml of 2.5M solution in 
hexanes, 0.125 mol), maintaining the temperature below - 
10 90«>C. Upon completion of the addition, the resulting 
solution was stirred at -lOO'C for 1 h, at which time 
was added slowly a solution of piperonylic acid chloride 
(11 g, 0.06 mol) in THF (50 ml), maintaining the 
temperature below -90*C. The resulting mixture was 
15 allowed to warm to -80*C and stirred for 1 h, then was 
allowed to slowly warm to room temperature and left to 
stand for 48 h. The reaction mixture was concentrated 
under reduced pressure, and the residue was partitioned 
between Et20 and IM HCl. The organic phase was 
20 extracted with 10% aqueous NaOH. The NaOH extract was 
acidified with concentrated HCl, and the combined 
aqueous material was extracted with Et20. The EtzO 
extract was dried {MgS04) and concentrated under reduced 
pressure. The residue was purified by flash 
25 chromatography on silica gel, eluting with a solvent 

gradient of 10 t 30% EtOAc/ 0.1% HOAc/hexanes to afford 
the title compound as an off-white solid (4.5 g, 28%). 

b) Diethyl 2-r2-f3.4-MPl^hvlAn^ri^nvyHAn^n yl^b^n^oy1- 

30 malonata. a solution of 2-(3,4-methylenedioxybenzoyl)- 
benzoic acid (4.0 g, 14.8 mmol) in thionyl chloride (30 
ml) was heated at reflux for 2 h, then allowed to cool 
and was concentrated under reduced pressure. The 
residue was dissolved in Et20 (50 ml) and to this was 

35 added a solution of diethyl magnesium malonate [prepared 
by the method of Walker and Hauser, JAGS, 68, 1386 
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(1946) using magnesium (0.8 g, 33.3 mmol) and diethyl 
malonate (4.9 g, 30.6 mmol)] in EtaO. The resulting 
mixture was heated at reflux for 1 h, then allowed to 
cool and was poured into ice-cold 10% aqueous H2SO4 (100 
5 mlj. The aqueous phase was extracted with Et20, and the 
combined organic material was washed with saturated 
aqueous NaCl and dried. The solvent was removed under 
reduced pressure to afford the title con?>ound as an 
orange oil, which was used without further purification. 

10 

c) F.fhy1 ^- ^-^^A^hy 1 onori< ft«vnhAnv1 1 -1 -oxnl nflpnft-2- 
f^ar-hnxyiai-e . A solution Containing diethyl 2-t2-<3,4- 
methylenedioxybenzoyl)ben2oylmalonate (crude material 
prepared above) in 5% aqueous Na2C03 (100 ml) was heated 

15 at reflux for 10 min. The reaction mixture was then 

allowed to cool, and the aqueous material was removed by 
decantation. The residue was placed in H2O (50 ml) , and 
the mixture was heated at reflux, cooled and concentrat- 
ed under reduced pressure. The residue was 

20 recrystallized from hexanes to afford the title con?)ound 
as a yellow solid (5.0 g, 100% for two steps). 

d) fii-hyi nR« ^ ) -1 -Hyrirnvv-i - M-mel-boxvphenvl ) -3- (3, 4- 
^c.r\^y^ «»n^f< < nvyph^nvT > i tiff^TiP-?-parhf)xvlate . A solution 

25 of 4-bromoanisole (0.89 g, 5.0 mmol) in 9 : 1 Et20/ THF 
(10 ml) was add^ to magnesium turnings (0.105 g, 5.0 
mmol) , and the resulting mixture was allowed to stir for 
30 min. The resultant 4-methoxyphenyl magnesium bromide 
was added dropwise to a solution of ethyl 3-(3,4- 

30 methylenedioxyphenyl)-l-oxoindene-2-carboxylate (0.77 g, 
2.4 mmol) in 10 : 1 EtzO/ THF (55 ml) at O'C. The 
resulting mixture was stirred at O'C for 1 h and was 
then partitioned between EtOAc and IM HCl. The aqueous 
phase was extracted with EtOAc, and the combined organic 

35 extracts were washed successively with 5% aqueous NaHCOs 
and saturated aqueous NaCl and dried (MgS04) . The 
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solvent was removed under reduced pressure, and the 
residue was purified by flash chromatography on silica 
gel, eluting with 10% EtOAc/ hexanes to afford the title 
compound as a yellow glassy solid (0.80 g, 80%). 

5 

e) BthVl fRS) -1- f4-Mf»f hnYvnhAnvl \ M. 4-mPl-by1 «>no- 

diQXYPhftnvl) indf>nP-2-rarhnvYiflrp To a solution of 
ethyl (IRS) -1-hydroxy-l- (4-methoxyphenyl) -3- (3, 4- 
methylenedloxyphenyl)-indene-2-carboxylate (0.80 g, 1.9 
10 mmol) in cai2Cl2 (10 ml) at O'C under an argon atmosphere 

was added triethylsilane (0.28 g, 2.4 mmol), followed by 
boron trifluoride etherate (1 ml, 8.1 mmol). The 
resulting solution was stirred at O'C for 10 min, and 
was then partitioned between EtOAc and 3M HCl. The 

15 organic extract was washed with saturated aqueous NaCl 
and dried (MgS04) • The solvent was removed in vacuo, 
and the residue was filtered through a pad of silica 
gel, eluting with CH2CI2. The title compound (mixture 
of Al and A2 double bond isomers) was obtained as a 

20 glassy, yellow solid (0.72 g, 94%). 

f) EthVl fIRS. 2RS. -1- M-MPfhnvy phPnvl ^ (-^.i- 

methvlftnftdi OXVnhPnvT t A nrtam^-P-rarhnvyl aho To a 

solution of ethyl (RS) -1- (4-roethoxyphenyl) -3- (3, 4- 
25 methylenedioxyphenyl)-indene-2-carboxylate (0.72 g, 1.7 
mmol) in EtOH (30 ml) was added 10% palladium on 
activated carbon (1 g) . The resulting suspension was 
stirred xinder an atmosphere of H2 for 56 h and filtered. 
The filtrate was concentrated under reduced pressure to 
30 afford the title compound as a yellow solid (0.70 g, 
95%), which was used without further purification. 

g) f IRS. 2.SR. 3SR> -1 - M-MPl-hnvvr.ho«v1 \ -1- . A. 
methvl ftnftdiQxvphenvl ) indanP-?-rarhnvyl t^e-AA. To a 
35 solution of ethyl (IRS, 2RS, 3SR) -1- (4-methoxyphenyl) -3- 
(3,4-methylenedioxyphenyl)indane-2-carboxylate (0.10 g. 



wo 93/08799 



PCr/US92/09427 



0.2 mmol) in EtOH (5 ml) was added a solution of sodixim 
hydroxide (0.10 g, 2.5 mnol) in H2O (2 ml). The 
resulting mixture was stirred at room ten^erature 
overnight. The mixture was acidified, and the solid 
5 which formed was collected by filtration and dried under 
reduced pressure to afford the title compound as a tan 
solid (0.04 g, 86%) . 

J -H WMR (CDCI3) : 5 7.25 (m, 5H) ; 6.90 (m, 4H) ; 6.77 
(dr 2H, J = 7 Hz); 5.95 (m, 2H) ; 4.61 (d, 2H, J = 10 
10 Hz); 3.81 (s, 3H); 3.25 (t, 2h/ J = 10 Hz). MS : 387 
[ (M-H+] . 

Anal . Calc. for C24H2005-V8 H2O : C, 73.79; H, 5.22. 
Found C, 76.73; H 5.21. 

F.XAMPT.E 4 

IS MRS. rSR. ■^fiR^-1-(4-P1nnT-nph«»nv1W:^-f3.4- 

a) P.1-hy1 nitSl -1 - ta~V\ «nrnpht>nyl > -1 -hvdroicv-3- f 3 . 4- 

20 solution of ethyl 3-(3,4-methylenedioxyphenyl)-l- 

oxoindene-2-carboxylate (100 mg, 0.31 mmol) in THF (5 
ml) under an argon atmosphere at O^C was added a 
solution of freshly prepared 4-fluorophenyl magnesium 
bromide (0.62 mmol). After stirring for 45 min, the 

25 mixture was partitioned between 3M HCl and EtOAc. The 
organic extract, was washed successively with H2O, 5% 
aqueous NaHC03 and saturated aqueous NaCl.. The solvent 
was removed in vacuo, . and the residue was purified by 
flash chromatography, eluting with 15% EtGAc/ hexanes to 

3D afford the title confound (45 mg, 35%) . 

b) TH-hy 1 fRS> -1 - r4-Plii«rY>ph«inv1 1 -3- n . 4-inethvlene- 
rt<nvYph«»ffy1 \ ^nrit^n t^-y-rairhoyylat^e. TO a solution Of 
ethyl (IRS) -1- (4-fluorophenyl) -l-hydroxy-3- (3, 4- 

35 methylenedioxyphenyl)indene-2-carboxylate (45 mg, 0.11 
mmol) in CH2CI2 (3 ml) at O'C was added triethylsilane 
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(38 ^il, 0.24 mmol), followed by boron trifluoride 
etherate (121 0.98 mmol) . The reaction mixture was 
allowed to warm to room temperature and stirred for 15 
min, at which time was added slowly 3M HCl. The mixture 
5 was extracted with EtOAc. The organic extract was 
washed successively with H2O, 5% aqueous NaHCOa and 

saturated aqueous NaCl. The solvent was removed in 
vacuo to provide the title compound (40 mg, 90%) as a 
mixture of Al and A2 double bond isomers. 

10 

mftthvl PnftdiQxvphf>nvl \ i ndani^>2-earbQxyl a . To a 
solution of ethyl (RS)-l-(4-fluorophenyl)-3-(3,4- 
methylenedioxyphenyl)indene-2-carboxylate (40 rog, 0.10 

IS mmol) in EtOH (3 ml) was added 10% palladium on 

activated carbon (45 mg) . The resulting suspension was 
stirred under an atmosphere of H2 overnight, then was 
filtered through a pad of Celite. The filtrate was 
concentrated under reduced pressure to afford the title 

20 compound (40 mg, 100%) , which was used without further 
purification. 

mftthvlenediQxvphenyl ) 1 ndanfi-2-rarboxyl 1 r arid. To a 
25 solution of ethyl (IRS, 2RS, 3SR)-1- (4-fluorophenyl) -3- 
(3, 4-methylenedioxyphenyl) indane*2-carboxylate (60 mg, 
0.15 mmol) in EtOH (0.5 ml) was added 6M KOH (0.14 ml, 
0.84 mmol). The resulting mixture was allowed to stir 
at room temperature overnight, then was concentrated 
30 under reduced pressure. The residue was partitioned 
bet^ween H2O and Et20. The aqueous phase was acidified 

with 3M HCl and extracted several times with EtOAc. The 
combined EtOAc extracts were washed successively with 
H2O and saturated aqueous NaCl and dried (MgS04) • The 

35 solvent was removed In vacuo to afford an oil, which was 
crystallized from EtOAc/ hexanes. The title compound 
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'SI' 

was obtained as an off-white crystalline solid (22 mg^ 
39%); m-p. 146 - 149°C. 

Iw WMR (CDCI3) : 5 7.23 (m, 4H) ; 6.96 (m, IH) ; 6.90 
(m, IH) ; 6.79 (s, 2H) ; 6.75 (s, IH); 5.96 (m, 2H) ; 
5 4.62 (apparent br t, 2H, J « 10 Hz); 3.25 (t, IH, J = 
10 Hz) . 

MS m/e (rel. int.) : 753 t(2M+l)+, 3]. 

Anal . Calcd. for C23H17FO4: C, 73.40; H, 4.55. 

Fotind: C, 73.19; H, 4.45. 

10 BYAMPT.F. 5* 

niAl-hYTf^n« ^ri^ nvyph^nyl \ 4nrian»-9-r.ai'hoyvH r add 
a) gfhyl f IRS l -1 -HvfiT-o»y-1 - f •^-mpfhnyvnhftnvl ) -3- (3 . 4- 

solution Of ethyl 3- (3, 4-methylenedioxyphenyl) -X- 
oxoindene-2-caid30xylate (100 mg, 0.31 nmol) in THF (2 
ml) under an argon atmosphere at 0°C was added a 
solution of freshly pr^ared 3-methoxyphenyl magnesium 

20 bromide (0.31 mmol) . After stirring for 15 min, 

additional 3-methoxyphenyl magnesium bromide (0.06 mmol) 
was added. Stirring was continued for 45 min, at which 
time thin layer chromatographic analysis indicated that 
the reaction was incomplete. Additional 3-methoxy- 

25 phenyl magnesium bromide (0.12 mmol) was added. After 
stirring for 2 h more, the mixture was partitioned 
between 3M HCl and EtOAc. The organic extract was 
washed successively with H2O, 5% aqueous NaHCOa, H2O and 
saturated aqueous NaCl. The solvent was removed in 

30 vacuo, and the residue was purified by flash 

chromatography, eluting with 15% EtOAc/ hexanes to 
afford the title confound (150 mg, 100%) . 



t,) fiY ^y^ MP f i >i - r-^-MA«->i»»Y«heiivl \ (3. 4-methvl- 

35 ^«^rf< nvtmhr ^Y' ^ * nrtan«>-'9.r.»T.Kftw1 TO a SOlUtiOn Of 

ethyl (IRS) -1-hydroxy-l- (3-methoxyphenyl) -3- (3, 4- 
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-33- 

methylenedioxyphenyl)-indene-2-carboxylate (150 mg^ 0.35 
mmol) in CH2CI2 was added triethylsilane (67 0.42 
nnnol), followed by boron trlfluoride etherate (213 
1.73 mmol). The reaction mixture was allowed to stir 

S for 30 min, at which time was added slowly 5% aqueous 
HCl. The mixture was extracted with EtOAc. The organic 
extract was washed successively with H2O, 5% aqueous 
NaHCOsr H2O and saturated aqueous NaCl and dried 
(MgS04) • The solvent was removed in vacuo, and the 

10 residue was purified by flash chromatography, eluting 
with 10% EtOAc/ hexanes to provide the title coinpound 
(45 mg, 31%) as a mixture of Al and A2 double bond 
isomers . 

15 C) Ethvl fRS. 2RS. rqRI^I^r^-MAfhnvvnhAnyn-^^/'^.il^ 
methvl ftnpdlQXVPhftnvl \ indanA-2-garbQvy 1 al- ^ To a 
solution of ethyl (RS)-l-(3-methoxyphenyl)-3-(3,4- 
methylenedioxyphenyl)indene-2-carboxylate (45 mg, 0.11 
mmol) in EtOH (3 ml) was added 10% palladium on 

20 activated carbon (45 mg) . The resulting suspension was 
shaken on a Parr hydrogenator at 50 psi H2 overnight, 

then was filtered through a pad of Celite. The filtrate 
was concentrated under reduced pressure to afford the 
title compound (43 mg, 94%) , which was used without 
25 further purification. 

d) riRS. 2SR, 3SR> -1- f 3-Methoxyphgnyl> (j^.A^ 
methylenedioxyphenyl^ lndane-2-r,arho3cyl jr. arid. To a 
solution of ethyl (IRS, 2RS, 3SR)-l-(3-methoxyphenyl)-3- 
30 (3,4-methylenedioxyphenyl)indane-2-carboxylate (43 mg, 
0.10 mmol) in EtOH (1 ml) was added 6M KOH (0.10 mL, 
0.60 mmol). The resulting mixture was allowed to stir 
at room temperature overnight, then was partitioned 
between H2O and Et20. The aqueous phase was acidified 

35 with 3M HCl and extracted several times with EtOAc. The 
combined EtOAc extracts were washed successively with 
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-3f- 

H2O and saturated aqueous NaCl and dried (MgS04) . The 
solvent was removed in vacuo to afford an oil, which was 
crystallized from Et20/ hexanes. The title compound was 

obtained as a solid; m.p. 131 - 133*C. 
5 iH WMR (CDCI3) : 5 7.21 (m, 3H) ; 6.97 - 6.73 (m, 8H); 
5.95 (m, 2H); 4.61 (apparent br t, 2H, J = 9 Hz) / 3.67 
(s, 3H); 3.30 (t, IH, J = 9 Hz). 
MS m/e (rel. int.) : 777 [(2M+1)+, 65] . 
Anal . Calcd. for C24H20O5f C, 74.21; H, 5.19. 
10 Pound: C, 74.71; H, 5.47. 

P.YaMPT.B 6 

n T»g . -^Rg^ -^-n^ - i-i , A.mc.1■>^u^ ^nprt< nvvnhpnvl ) - 

15 a) Bi-^yi n BS\ -1 . - f 3 ■ 4-niPi-hvl enf^rtl nyvnhPTiYl ) -1- 
>iyriT'ftyy< nrfowft-g-ffayi-tft wiatre . To dry magnesium turnings 
(0.25 g, 10 nmol) under an argon atmosphere was added a 
solution of 4-bromo-l,2-methylenedioxybenzene (2.1 g, 10 
mmol) in 1 : 10 THE/ Et20 (22 ml) . The resulting 

20 solution was allowed to stir at room ten5)erature for 2 
h. During this time, additional THF (4 ml) was added. 
The resulting 3, 4-methylenedioxyphenylmagnesium bromide 
was added to a solution of ethyl 3- (3,4-methylenedioxy- 
phenyl)-l-oxoindene-2-ca3A)oxylate (0.50 g, 2 mmol) in 

25 1:4 THF/ Et20 (25 ml) under an argon atmosphere at 
O'c. The resulting mixture was stirred at 0°C for 15 
min, at which time IM HCl (50 ml) was added. The phases 
were separated and the aqueous phase was extracted with 
Et20. The combined organic extracts were washed with 

30 saturated aqueous NaCl and dried WgSOA) . The solvent 
was removed In vacuor and the residue was purified by 
flash chromatography, eluting with 10% EtOAc/ hexanes to 
afford the title con^iound as a yellow solid (0.29 g, 
42%) . 
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b) Ethvl -1 . ^-ni - 4-Tnf>^hylpnAdtoxY^>^ony^ \ ^ ndAne-> 

2-carbQ«ylflr.ft> To a solution of ethyl (IRS) -1, 3-cii- 
(3, 4-methylenedioxyphenyl) -l-hyciroxyindene-2-carboxylate 
5 (0.29 g, 0.65 mmol) in CH2CI2 (3 ml) at O'^C under an 
argon atmosphere was added triethylsilane (91 mg, 0.78 
mmol), followed by boron trifluoride etherate (0.3 ml, 
2.4 mmol). The reaction mixture was stirred for 10 min, 
at which time was added ice-cold IM HCl, and the mixture 
10 was extracted with BtOAc. The organic extract was 
washed with saturated aqueous NaCl and dried (MgS04) . 

The solvent was removed in vacuo, and the residue was 
placed on a small pad of silica gel, eluting with CH2CI2 

to provide the title compound (257 mg, 92%) . 

15 

C) El^hvl MRS, -^-Di-n-4-T ne1^hylgnediQxy 
ohftnvl> lndang>-:?-rarbQvy1al-A. Ethyl (RS) -1, 3-di- (3, 4- 
Methylenedioxyphenyl) indene-2-carboxylate (163 mg, 0.38 
mmol) was placed in MeOH (0.05 ml), and to this was 
20 added Sml2 (10 ml of O.IM solution in THF, 1.0 mmol). 

The resulting mixture was stirred under an argon 
atmosphere overnight, at which time thin layer 
chromatographic analysis indicated that the reaction was 
incomplete. Additional Sml2 (5ml of O.IM solution in 

2S THF, 0.5 mmol) was added, and stirring was continued for 
2 h. The reaction mixture was partitioned between Et20 
and 5% aqueous Na2S203. The organic extract was washed 
with saturated aqueous NaCl and dried (MgS04) . The 
solvent was removed under reduced pressure, and the 

30 residue was purified by flash chromatography, eluting 
with 10% EtOAc/ hexanes to afford the title compound as 
a colorless, glassy solid (120 mg, 75%) . 

d) HRc;. -^Rfi^ ^1 . .^-Di- Z,-^. 4-tnPl-hy1 AnPriinxyphPnyl \ indanA^ 
35 2-garboyyl ir acid . To a solution of ethyl (IRS, 3RS)- 
1, 3-di- (3, 4-methylenedioxyphenyl) indane-2-carboxylate 
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(75 mg, 0-17 mmol). in EtOH (20 ml) was added NaOH (0.10 
g, 2.5 nnDol) . The resulting mixture was allowed to stir 
at room temperature for 3 d, at which time thin layer 
chromatographic analysis indicated that the reaction was 
5 incomplete. The mixture was then heated at reflux for 
36 h, allowed to cool and was concentrated under reduced 
pressure. To the residue was added concentrated HCl, 
and the solid which formed was collected by filtration 
and dried. The solid was triturated with boiling 
10 hexanes to afford the title confound as a white solid 
(50 mg, 73%); m.p. 182 - 185'C. 

iH WMR (CDCI3) : 8 7.25 (m, 2H)/ 7.15 (m, IH); 7.00 
(m, IH); 6.76 (s, 2H)j 6.68 (m, 2H); 6.50 (dd, IH, 
J" 8, 1 Hz); 6.40 (d, IH, J - 2 Hz); 5.94 (s, 2H); 
15 5.90 (d, IH, J - 1 Hz); 5.87 (d, IH, J - 1 Hz); 4.84 
(d, IH, J - 10 Hz); 4.78 (d, IH, J - 10 Hz); 3.63 (dd, 
IH, J « 10 Hz, 9 Hz) . 
Ua ; 402 (M)-*-. 

Anal . CalCd. for C24Hi806-l/5 H2O: C, 71.00; H, 4.52. 
20 Found: C, 71.13; H, 4.46. 

FrXftMPLE 7 

Wai-hnvtrUrr arid 

25 a) Bi-hyi r^<Q\-i -^•>^n-/^■il-tnA1•hv^Pnf>d^Qxvnhftnvl)- 

^ r>Kan^-?-r ar-V.nvvla1:e . TO a SOlUtiOtt Of ethyl (RS)-1,3- 

di- (3, 4-methylenedioxyphenyl) indene-2-carboxylate (93 
mg, 0.22 mmol) in BtQH (2 ml) was added 10% palladium on 
activated carbon (0.10 g) . The resulting suspension was 
30 shaken on a Parr hydrogenator at 55 psi H2 for 2 d, then 
was filtered through a pad of Celite. The filtrate was 
concentrated under reduced pressure to afford the title 
compound (45 mg, 48%) as a glassy, yellow solid, which 
was used without further purification. 
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-37- 

b) (trans . f rans^ -1 . ?-ni - n . i ^n^rt^ nvyphanyi > - 

1 ndan«*-2-ffarhftVYi ^ ^ "^j f1 To a solution Of ethyl (els, 
ds) -1, 3-dl- (3, 4-methyleneciloxyphenyl) lndane-2- 
carboxylate (45 mg, 0.1 mmol) in 2 : 1 EtOH/ H2O (15 ml) 
5 was added sodium hydroxide (50 mg, 1.2 mmol). The 
resulting solution was allowed to stir at room 
temperature overnight, then was concentrated under 
reduced pressure. The residue was treated with 
concentrated HCl, and the solid which formed was 
10 collected by filtration and dried. The solid was 

recrystallized from Et20/ hexanes to afford the title 
compound as a light tan solid (12 mg, 30%); m.p. 188 - 
191*C. 

EXAMPT.B ft 

15 (IRS. ?RS. 3SR>-1-n.4-M«»1-hy1on,»djoyvnhAnYll-?- 

Phenvl i nrtan«>-9-rai-hftvYl < r ar.< rt 

a) Ethvl (1RS)-l-Hvrtrnyv-l-f^.il-mi=>l:hvlAnftd<ftV Yph«>nYn- 
3"Phftnv1 i ndftnft-?-rarhftvYi ai-o To a solution of ethyl 1- 

20 0x0- 3-phenylindene-2-carboxy late (1.0 g, 3.6 mmol) in 
THF (35 ml) tinder em argon atmosphere at O'C was added a 
solution of freshly prepared 3, 4-methylenedioxyphenyl 
magnesium bromide (5.4 mmol). After stirring for 30 
min, the mixture was partitioned between 3M HCl and 

25 EtOAc. The organic extract was washed successively with 
H2O, 5% aqueous NaHCOs and saturated aqueous NaCl and 
dried (MgS04) . The solvent was removed in vacuo, and 
the residue was purified by flash chromatography, 
eluting with 10% EtOAc/ hexanes to afford the title 

30 compound (1.03 g, 72%). 

b) Ethvl fRS> -1- (3. 4-Mgl-hYl ^nPrt< nvvnhgnvl \ -l-r>h«»nYT - 
tndgnA-2-earboxYl at-g . To a solution of ethyl (IRS)-l- 
hydroxy-1- (3, 4-methylenedioxyphenyl) -3-phenylindene-2- 

35 carboxylate (1.03 g, 2.58 mmol) in CH2CI2 (40 mL) was 
added triethylsilane (0.49 ml, 3.07 mmol), followed by 
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boron trifluoride etherate (1.55 ml, 12.6 mmol) . The 
reaction mixture was allowed to stir for 15 mJLnf at 
which time was added slowly 3M HCl. The mixture was 
extracted with EtOAc. The organic extract was washed 
5 successively with H2O, 5% aqueous NaHCOs and saturated 
aqueous NaCl. The solvent was removed in vacuo to 
provide the title con5>ound (1.00 g, 100%) as a mixture 
of Al and A2 double bond isomers. 

10 c) Rfhyi MRS - ^5>R\ -1 - n . 4-MPi-hvl ftnedinxvnhftnvl) - 

:^-phf»nylindane-2-r-arhnyylat6 . To a solution of ethyl 
(RS) -1- (3/ 4-methylenedioxyphenyl) -3-phenylindene-2- 
carboxylate (1.00 g, 2.60 nmol) in EtOH (25 ml) was 
added 10% peLLladium on activated carbon (30 mg) . The 

15 resulting suspension was stirred under an atmosphere of 
H2 overnight. Thin layer chromatographic analysis 
indicated that the reaction was Incomplete, so 
additional 10% palladium on activated cai^on (30 mg) was 
added, and the mixture was shaken on a Parr hydrogenator 

20 at 30 psi H2 for 2 d. At this time, thin layer 
chromatographic analysis again indicated that the 
reaction was inconq&lete. The reaction mixture was 
filtered through a pad of Celite, and 10% palladium on 
activated carbon (250 mg) was added. The reaction 

25 mixture was shaken on a Parr hydrogenator at 60 psi H2 
overnight. Filtration euid repetition of the latter 
hydrogenation conditions led to complete consumption of 
starting material. The reaction mixture was filtered 
through a pad of Celite, and the filtrate was 

30 concentrated under reduced pressure to afford the title 
con«>ound (650 mg, 65%) , which was used without further 
purification . 

d) npg, ?RS , rgp<-i-f^-^-MA<-hvlPnPdio?tvnhftnvl)-3- 
35 phoni/i i nriq no-y-rarhPVYi ^ ^ ''^^^^ To a solutlon Of ethyl 
(IRS, 2SR, 3SR)-l-(3,4-methylenedloxyphenyl)-3- 



wo 93/08799 



PCr/US92/09427 



-3^ 

phenylindane-2-carboxylate (650 mg, 1.68 nunol) in EtOH 
containing a few drops of THF was added 6M KOH (1.68 ml, 
10.1 nunol). The resulting mixture was allowed to stir 
at room temperature overnight, then was concentrated 
■ 5 under reduced pressure. The residue was partitioned 
between H2O and Et20. The aqueous phase was acidified 
with 3M HCl and extracted several times with EtOAc. The 
combined EtOAc extracts were washed successively with 
H2O and saturated aqueous NaCl and dried (MgS04) • The 

10 solvent was removed in vacuo to afford an oil, which was 
crystallized from EtOAc/ hexanes. The title compound 
was obtained as a solid (305 mg, 51%); m.p. 186 - IST'c. 
Anal. Calcd. for C23H18O4: C, 77.08; H, 5.06. 
Found: C, 76.60; H, 5.08. 

IS EXAMPT.F. 0 

(IRS. 2SR. 3SRt-1-M-Mft1-hnvYphPnvn-^-n.4- 
mftthvlftnftdloxvnhAnvl \ -9- r»oi-i»a»o1 .S-v1 Mnriano 

a) flRS. ?SR. -•^RR)-1-(4-MPl-hnvy phffnvn-^-n.4- 

20 methvl ftnedl oxvnhf>ny T 1 ^ nrian«»-7-rar-h oxaTni rt^ . A mixture Of 

(IRS, 2SR, 3SR) -1- (4-methoxyphenyl) -3- (3, 4-methylene- 
dioxyphenyl)indane-2-carboxylic acid (250 mg, 0.64 mmol) 
in S0C12 (2.5 ml) was allowed to stir overnight under an 

argon atmosphere. The reaction mixture was concentrated 
25 under reduced pressure, and the residue was dissolved in 
benzene (5 ml) . To the resulting mixture under an argon 
atmosphere was added concentrated NH4OH (5 ml) . The 

solid which formed was collected by filtration, washed 
with H2O and dried in vacuo to afford the title confound 

30 (185 mg, 75%) . 

b) MRS. ?SR. 3fiR>-1-M-Mgt-hnxYph«>nvn-3-ri.4-inff1-hy1- 
gnPrii nxyphenyl \ i ndanP-2-garhon11-ri 1 . To ice-COld DMF 

(1 ml) tuider an argon atmosphere was added oxalyl 
35 chloride (68^1, 0.78mmol). After stirring for 5 min at 
O^C, a solution of (IRS, 2SR, 3SR) -1- (4-methoxyphenyl) - 
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3- (3, 4-methylenedioxyphenyl) inciane-2-carboxainide (150 
mg, 0.39 mmol) in DMF (2 ml) was added, and stirring was 
continued for an additional 10 ndn at 0°C. The reaction 
mixture was partitioned between EtOAc and 3M HCl. The 
5 aqueous phase was extracted with EtOAc, and the combined 
organic extracts were washed successively with H2O, 
aqueous NaHCOs, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in .vacuo to afford the 
title compound as a white solid (135 mg, 94%) which was 
10 used without further purification. 

mo^hyl AnArf< ovyohAnvT > /1-At-i-a»n1 -S-vl \ 1 ndanft . TO THF 

(2.5 ml) at -78'C under an argon atmosphere was added 

IS aluminum chloride (90 mg, 0. 67 mmol) . After slowly 
warming to room tenqperature, sodium azide (130 mg, 2.2 
mmol) was added, and the resulting mixture was heated at 
70'C for 5 min, then cooled to room temperature. To the 
reaction mixture was added a solution of (IRS, 2SR, 

20 3SR) -1- {4-methoxyphenyl) -3- (3, 4-methylenedioxyphenyl) - 
indane-2-carbonitrile (125 mg, 0.34 mmol) in THF (2.5 
ml) . After heating at 70°C overnight, thin layer 
chromatographic analysis of the reaction mixture 
indicated the presence of starting material, so 

25 additional A1(N3)3 was prepared as above (1.34 mmol) in 
THF. To this was added the reaction mixture, and 
heating at 70°C*was restmed for an additional 5 h. The 
mixture was partitioned between EtOAc and 3M HCl. The 
aqueous phase was extracted with EtOAc, and the combined 

30 organic extracts were washed successively with H2O and 
saturated aqueous NaCl and dried. The solvent was 
removed in vacuo, and the residue was crystallized from 
EtOAc/ hexanes to afford the title compound (78 mg, 
56%) . A portion of this material was further purified 

35 by MPLC (LiChroprep RP-18, MeOH/H2O=60/40) and then 
recrystallized; m.p. 155 - 157 *C (EtOAc/ hexanes). 
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NMR (CDCI3) : 5 7.28 - 7.15 (m, 4H) ; 7.03 - 6.95 
(m, 2H); 6.87 - 6.84 (m, 2H) ; 6.74 {s, 3H) ; 5.94 
(d, IH, J - 1.2 Hz); 5.92 (d, IH, J= 1.2 Hz); 4.79 
(d, IH, J= 11.6 Hz); 4.73 (d, IH, J= 11.6 Hz); 3.79 
5 (S, 3H); 3.65 (t, IH, J = 11.6 Hz) . MS (m/e) : 413.2 
((M+H)+]. 

EXAMPT.K in 

flRS. 2SR. 3Rfi>-1-./g..MPthr^vyphf>nvn-:=>-n.4- 
methvlftnftdloxvnhAnvl Hnrtan»-2-fiarhoyYlte agld 

10 

a) Ethvl MRS) -l-Hvdrnxv-1. <?-tn«>hhr.vYph^nyT \ n.A- 
methvl PnPidj ovvnhonvl \ i nri^nA-^-f^ar-hnvYl al-o TO dry 

magnesivun turnings (81 mg, 3.4 mmol) iinder an argon 
atmosphere was added a solution of 2-bromoanisole (0.64 
15 g, 3.4 nunol) in 5 : 1 THF/ EtaO (3 ml). A portion of 
the resulting 2-methoxyphenyl magnesium bromide solution 
(0.45 ml, 0.51 mmol) was added dropwise to a solution of 
ethyl 3- (3, 4-methylenedioxyphenyl) -l-oxoindene-2- 
carboxylate (100 mg, 0.34 mmol) in THF (6 ml) under an 
20 argon atmosphere at O'C. After stirring for 15 min, the 
mixture was partitioned between 3M HCl and BtOAc. The 
organic extract was washed successively with H2O, 5% 
aqueous NaHCOs,^ H2O and saturated aqueous NaCl . The 
solvent was removed in vacuo, and the residue was 
purified by flash chromatography, eluting with 15% 
EtOAc/ hexanes to afford the title conqpound. (100 mg, 
68%) . 

b) Efehvl (US) -1" f 2-Met-hQxvnhenvl ^ /-^ . 4-mftl-hy1 ono- 
dloxyphenyl 1 ind«»n«*"2-f;arhnvy1 at-a - To a SOlUtlon Of 

ethyl (IRS) -1-hydroxy-l- (2-methoxyphenyl) -3- (3, 4- 
methylenedioxyphenyl) indene-2-carboxylate (100 mg, 0.23 
mmol) in CH2CI2 (5 ml) was added triethylsilane (32 mg, 

0.28 mmol), followed by boron trifluoride etherate (0.13 
ml, 1.05 mmol) . The reaction mixture was allowed to 
warm to room temperature and stirred for 10 min, at 
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which time was added slowly 3M HCl. The mixture was 
extracted with EtOAc. The organic extract was washed 
successively with H2O, 5% aqueous NaHC03/ H2O and 
saturated acpieous NaCl and dried (MgS04) . The solvent 
5 was removed in vacuo to provide the title compound (91 
mg, 96%) as a mixture of Al and A2 double bond isomers. 

c) f-i-hyi fins - ?PS>-i-f2-Methoxvphftnvl>-3-f3.4- 

^nt»^^y^pnf» ri^nxynhenY^ \ Snrtan^-7-rarhnxvlate. TO a 
10 solution of ethyl (RS)-l-{2-methoxyphenyl)-3- (3,4- 

methylenedioxyphenyl)indene-2-carboxylate (90 mg, 0.22 
mmol) in BtOH (10 ml) was added 10% palladium on 
activated carbon (90 mg) . The resulting suspension was 
shaken on a Parr hydrogenator at 60 psi H2 overnight, 
IS then was filtered through a pad of Celite. The filtrate 
was concentrated under reduced pressure to afford the 
title cosqpound (90 mg, 100%) , ^ich was used without 
further purification. 

20 d) nWR- :>SR - ^RSW1-r9-MAl-hftvvnhPnv1>-3-f3.4- 

solution of ethyl (IRS, 2RS, 3RS)-1- (2-methoxyphenyl) -3- 
(3, 4-methylenedioxyphenyl) indane-2-carboxylate (90 mg, 
0.22 mmol) in EtOH (2 ml) containing a few drops of THF 

25 was added 6M KOH (0.22 ml, 1.32 mmol). The resulting 
mixture was allowed to stir at room tenqperature 
overnight, then was concentrated under reduced pressure. 
The residue was partitioned between H2O and BtzO. The 
aqueous phase was acidified with 3M HCl and extracted 

30 with EtOAc. The EtOAc extract was washed successively 
with H2O and saturated aqueous NaCl and dried (MgS04) . 
The solvent was removed in vacuo to afford the title 
con^und (40 mg, 49%) . 

iH WMR (CDCI3) : 8 7.37 - 6.73 (m, IIH) ; 5.93 (m, 2H) ; 
35 5.03 (d, IH, J= 10 Hz); 4.67 (d, IH, J = 10 Hz); 3.70 
(s, 3H); 3.38 (t, IH, J = 10 Hz). 
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EXAMPT.R n 

(IRS, 2SR, 3SR)-5-HYdro«Y-3-(4-Tnftr,tinyyphftnyn-l-(3,4- 

metihyenedloxvphenvl^indan^-^^rarboxylig ar^ri. gnrfium 

5 

a) 3-B^ngyiQyyagef.QphQnQnf> - To a mixture of sodiiun 
hydride (4.5 g of 80% mineral oil dispersion, 0.15 mol) , 
which had been washed free of mineral oil, in DMF (25 
ml) was added, dropwise with cooling, a solution of 3- 

10 hydrbxyacetophenone (20.5 g, 0.15 mol) in DMF (25 ml). 
Upon completion of the addition, the mixture was allowed 
to stir at room temperature for 15 min, at which time 
was added benzyl bromide (25.6 g, 0.15 mol). The 
resulting mixture was allowed to stir at room 

15 temperature overnight, then was partitioned between 

BtOAc and 3M HCl. The aqueous phase was extracted with 
EtOAc, and the combined organic extracts were washed 
successively with IM NaOH, H2O and saturated aqueous 

NaCl and dried. The solvent was removed in vacuo to 
20 afford the title compound (33 g, 97%), which was used 
without further purification. 

b) MPif hyl 2- n-Bgnzyloxy>hPny.ny1 arg^f atf^ . TO a mixture 

of sodix2m hydride (28.3 g of 80% mineral oil dispersion, 
25 0.94 mol), which had been washed free of mineral oil, in 
dimethyl carbonate (100 ml) under an argon atmosphere 
was added, over 30 min, a solution of 3-benzyloxy<- 
acetophenone (92.3 g, 0.41 mol) in dimethyl carbonate 
(150 ml) . Upon completion of the addition, the mixture 
30 was heated at reflux for 30 min, then was cooled in an 
ice bath and quenched by the slow addition of 3M HCl. 
The mixture was partitioned between EtOAc and 3M HCl, 
and the aqueous phase was extracted with EtOAc. The 
combined organic extracts were washed successively with 
35 H2O, aqueous NaHC03, H2O and saturated aqueous NaCl and 

dried. The solvent was removed in vacuo to afford the 
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title compound (112.5 9, 97%) . 

phany 1 > prnpenoatre . A mixture containing methyl 2-{3- 
5 benzyloxy)benzoylacetate (75.0 g, 0.26 mol), piperonal 
(43.6 g, 0.29 mol), acetic acid (3.6 ml) and piperidine 
(1.2 ml) in benzene (70 ml) was heated at reflux, with 
azeotropic removal of H2O. After heating at reflux for 
4 h, the reaction mixture was concentrated In vacuo, and 
10 the residue was crystallized from EtOH to afford the 
title conqoound (93.5 g, 85%); m.p. 116 - 118*C. 

phAnyl \ .3-o vr.<nrtane-?-r.ar.hft«vla<;e. TO triflUOroacetiC 

15 acid (150 ml) at O'c under an argon atmosphere was added 
methyl 2- (S-benzyloxybenzoyl) -3- (3, 4-methylene- 
dioxyphenyDpropenoate (80.0 g, 0.19 mol) . The mixture 
was allowed to warm to room t^operature and stirred for 
30 min, at which time the mixture was concentrated under 

20 reduced pressure. The residue was dissolved in BtOAc 
and washed successively with aqueous NaHCOSr H2O and 
saturated aqueous NaCl and dried. The solvent was 
removed in vacuo, and the oily residue was crystallized 
from EtOAc/ hexanes to afford the title compound (51.3 

25 g, 64%); m.p. 148 - 150°C. 

e) Moi-hy 1 cj^B on^vi nvv-1 - - ^-in«»»hvl pnffdl oxvnhftnvl > -3- 
ovr^.- nHAn>>-- ?-^ai-v.r>vvi M . To a solutiou of methyl 5- 
benzyloxy-1- (3, 4-methylenedioxyphenyl) -3-oxoindane-2- 

30 carboxylate (27.3 g, 65.6 mmol) in benzene (90 ml), 
cooled in an ice-H20 bath, was added 2,3-dichloro-5, 6- 
dicyano-1, 4-benzoquinone (15.4 g, 67.8 mmol). The 
resulting mixture was stirred at O'c for 1 h, allowed to 
warm to room temperature for 1.5 h, and finally warmed 

35 to 40'C for 1 h. The solid which formed was removed by 
filtration and washed with benzene. The combined 
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filtrate and washings were poured into EtOAc (200 ml) 
and washed successively with aqueous Na2C03 (3x) , H2O 
(3x), 3M HCl, H20 (3x) and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo, and the 
5 residue was crystallized from EtOAc/ hexanes to afford 
the title compound (16.4 g, 60%) as a red crystalline 
solid; m.p. 140 - 14l''c. 

f) Methvl nRS) -5^Bg>ngylovy>!^»hydrQxy-3- f 4-methQXY- 
10 Phftnvl > ^1 > f 3, 4^met-hYl gn^rt^ Qvyphf>nyl \ i ndgnA^2> 

garboxylaf 

To dry magnesium turnings (0.96 g, 40 mmol) under an 
argon atmosphere was added a solution of 4-bromoanisole 
(7.48 g, 40 mmol) in 9 : 1 Et20/THF (50 ml). The 

15 resulting 4-methoxyphenyl magnesium bromide solution was 
added portionwise to a solution of methyl S-benzyloxy-l- 
(3^ 4-methylenedioxyphenyl) -3-oxoindene-2-carboxylate 
(8.29 g, 20 mmol) in THF (250 ml) under an argon 
atmosphere. Upon completion of the addition, the 

20 mixture was quenched by the addition of 3M HCl and 

extracted with EtOAc. The organic extract was washed 
successively with H2O, aqueous NaHC03, H2O and saturated 

aqueous NaCl. The solvent was removed in vacuo to 
afford the title confound (11.58 g, 100%), which was 
25 used without further purification. 

g) Mel^hyl --S-BfinzvlQxy 3> M->inPf hnxyphenyl > -1- 4- 
me1-hylen^dlQxyphenyl\indene-2"garbQxylate, To a 
solution of methyl (3RS) -5-ben2yloxy-3-hydroxy-3- (4- 

30 methoxyphenyl) -1- (3, 4-methylenedioxyphenyl) indene-2- 
carboxylate (crude material prepared above) in CH2CI2 
(75 ml) under an argon atmosphere at O^C was added 
triethylsilane (3.9 ml, 23.6 mmol), followed by boron 
trifluoride etherate (14.7 ml, 120 mmol). The reaction 

35 mixture was stirred for 10 min at 0**C, at which time the 
mixture was partitioned between 3M HCl and EtOAc. The 



wo 93/08799 



PCr/US92/09427 



organic extract was washed successively with H2O, 
aqueous NaHC03, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo, and the 
residue was purified by flash chromatography, eluting 
5 with a solvent gradient of 25 - 45% Bt20/ hexanes. The 
title compound (8.41 g, 83% for two steps) was isolated 
as a mixture of Al and A2 double bond isomers. 

10 ph^^nyT - . «in*»rtTnyvnh«»nv1 ) i nrtanft-2- 

rarfaoxyiate. To a degassed solution of methyl (RS)- 
5-ben2yloxy-3- (4-methoxyphenyl) -2- (3, 4-methylene- 
dioxyphenyl)indene-2-carboxylate (6.60 g, 13,0 mmol) in 
EtOAc (25 ml) and EtOH (175 ml) was added 5% palladium 

15 on activated carbon (0.6 g) . The resulting suspension 
was shaken on a Parr hydrogenator at 60 psi H2 for 20 h, 
at which time NMR analysis of the reaction mixture 
indicated that the reaction was incon^lete. The 
catalyst was removed by filtration through a pad of 

20 Celite, and fresh 5% palladium on activated carbon (0.6 
g) was added. The mixture was shaken on a Parr 
hydrogenator at 60 psi H2 for an additional 48 h. The 
catalyst was r^noved by filtration through a pad of 
Celite, and the filtrate was concentrated under reduced 

25 pressure. The residue was crystallized from EtOAc/ 

hexanes to afford the title conqpound (4.83 g, 89%); m.p. 
187 - 188'C. 

30 t-i - ^-niAl-h yl ont>ri<nxyphftnv1 V 4nrianP-?~carhnxv1 1 C flCid. 

SQ^ismsalSL' To a solution of methyl (IRS, 2RS, 3SR)-5- 
hydroxy-3- (4-methoxyphenyl) -1- (3, 4-methylenedioxy- 
phenyl) indane-2-carboxylate (150 mg, 0.36 mmol) in EtOH 
(4 ml) was added 10% NaOH (4 ml) , .and the resulting 

35 mixture was allowed to stir under an argon atmosphere 
overnight. Water (5 ml) was added, and the mixture was 
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concentrated under reduced pressure. The concentrate 
was extracted with Et20, and the aqueous phase was 

acidified and extracted with EtOAc. The EtOAc extract 
was washed successively with H2O and saturated aqueous 

5 NaCl and dried. The solvent was removed in vacuo. The 
sodium salt was prepared, and a portion of this (100 mg) 
was purified by reverse-phase chromatography to afford 
the title compound (73 mg, 48%) . Trituration of this 
material with BtOAc provided a white crystalline solid; 

10 m.p. 19B^C (dec) . 

HMR (MeOH-d4) : 5 7.20 (dd, 2H, J» 6.8 Hz, 2.0 Hz); 
6.85 (dd, 2H, J= 6.8 Hz, 2.0 Hz); 6.80 - 6.64 (m, 5H) ; 
6.25 (s, IH); 5.88 - 5.87 (m, 2H) ; 4.47 (d, IH, J » 10 
Hz); 4.43 (d, IH, J = 10 Hz); 3.76 (s, 3H) ; 3.03 (t, 

15 IH, J « 10 Hz). MS (m/e) : 427 [(M+H)+]. 

EXAMPT.R 19 

(IRS, 2SR, 3R5S>>3- f?-rarbQvvTnAl-hr.vv-4-mAt-hQxyphg>nyl1 -1- 
(3. 4-mftthvlftnediQxyphfinvl 1 /prnp^l^ylnxy^ -indane-2« 

garboxylie aeid 

20 

a) 3- (Prop-l 1 ftxy 1 ar^f nphAnnn^ . To a slurry of NaH 
(13.84 g, 0.58 mol) in dry DMF (50 ml) at 0**C, was added 
a solution of 3-hydroxyacetophenone (50 g, 0.37 mol). 
After stirring for 30 min. 1-iodopropane (70 ml, 0.72 

25 mol) was added and the mixture stirred overnight at room 
tenqperature . The mixture was diluted with dry DMF (50 
ml) and further NaH (2.77 g, 0.12 mol) added followed by 
1-iodopropane (23 ml,. 0.24 mol). After 1 h. TLC 
indicated that the reaction was complete and the product 

30 was cautiously quenched with 6M HCl and extracted with 
EtOAc. The EtOAc extract was washed successively with; 
H20r 10% aqueous NaOH and then brine. After drying 
(MgS04), filtration and evaporation gave the title 
compound (65 g, 98%) as a yellow oil which was used 

35 without further purification. 
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suspension of NaH (12 g, 0.5 mol) in dry dimethyl 
carbonate (50 ml) was added slowly a solution of 3- 
(Prop-l-yloxy) acetophenone (65 g, 0.37 mol) in dry 

5 dimethyl carbonate (100 ml) . During the addition the 
exothermicity of the reaction caused refluxing. Follow- 
ing the addition the mixture was stirred mechanically 
overnight and was then quenched cautiously with 3M HCl 
and extracted with EtOAc. The Etoac extract was washed 

10 successively with; H2O, 5% aqueous NaHCOSr H2O and 

brine. After drying (MgS04), filtration and evaporation 
gave a yellow oil (82 g, quantitative) which was used 
without further purification. 

IS c) Moi-tiyi -nufi- -1 - f ? ii-Mofy.vi «»n«»H1 nvvnhpnvl ) -5- 
fpr-ftp-l -^1 nvyl .-^-ftKe-i nrt^n A-9-rarhn»vl ate . To a 
solution of methyl-3-{Prop-l-yloxy)benzoylacetate (10 g, 
4.2 mmol) in benzene (50 ml) was added 3,4-methylene 
dioxybenzaldehyde (€.36 g, 4.2 mmol) followed by 

20 piperidine (0.42 ml, 0.42 mmol) and glacial acetic acid 
(8 drops approx.). The mixture was refluxed for 2 hr. 
and the volatiles removed in vacuo to give methyl (Z)-3- 
(3r 4-methylenedioxyphenyl) -2- [3- (prop-l-yloxy) - 
benzoyl] propenoate as a yellow oil. This residue was 

25 dissolved in trifluoroacetic acid (50 ml) and the 

mixture stirred at room tenperature for 20 min. . The 
trifluoroacetic* acid was removed in vacuo to give the 
title compound as a dark oily residue (16 g) which was 
used in the next step without purification. 

30 1h NMR (CDCI3) S inter alia 7.85 (IH, s) ; 7.56-7.30 
(3H, m); 7.08-7.15 (IH, m); 6.95 (IH, dd, J=8, 2Hz) ; 
6.78. 

jjj | ^p«.hy1 , jl-Mol-hvl f-r'^'*^ r>vynh«>nv1 > -fi- (Pron-I -Vl QXV) - 

35 1 -n^^-.^ nrton^ -o-^»^Hr>vvi at:^ . Methyl XIRS, 2SR)-l-(3,4- 
methylenedioxyphenyl) -5- (prop-l-yloxy) -3-oxo-indane-2- 
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carboxylate (16 g, crude from previous experiment) was 
dissolved in dioxan (150 ml) and DDQ (22 g, 0.091 mol) 
added. The mixture was refluxed for 2 h. then cooled, 
filtered and the solvent removed in vacuo. The product 
5 was purified by flash column chromatography on silica 
gel (eluant: EtOAc/hexane, 20:80) to give the title 
coinpoxind as an orange solid (5.2 g, 31% over two steps); 
m.p. 125-126*C. 

10 e) Methvl- f IRS) -1 - f 2-Bftny.v1 nxv-4-mf>l>hnvvph^ny1 \ -1 ■> 
hvdrQXV>3- n. 4-mftthvlPnPritQXvnhAny1 > -fi^ - 

YlQXY) indfinft-?-narboxy1firp. To dry magnesium turnings 
(0.15 g, 6.25 mg. atoms) under an argon atmosphere was 
added portionwise, a solution of 2-ben2yloxy-4-methoxy- 
15 bromobenzene (for preparation see below) (1.80 g, 6.15 
mmol) in 5% THF/ether (7 ml) • The resulting 2- 
ben2yloxy-4-methoxyphenyl magnesium bromide was added to 
a solution of methyl-3- (3, 4-methylenedioxyphenyl)-6- 
(prop-l-yloxy) -l-oxo-indene-2-carboxylate (1.5 g, 
20 4.1mmol) in Et20 (65 ml) under an argon atmosphere at 

O^^C. The resulting mixture was allowed to warm to room 
temperature and was stirred for 10 min. The mixture was 
partitioned between 3M HCl (30 ml) and EtOAc (75 ml) . 
The organic extract was washed successively with; H2O, 

25 aqueous NaHC03, H2O and saturated aqueous NaCl and dried 
(Na2S04) . The solvent was removed xinder reduced 
pressure, and the residue purified by flash 
chromatography on silica gel (eluant: EtOAc/hexane, 
30:70) to afford the title compound as a pale-*yellow oil 

30 (1.4 g, 59%). 

f\ M^thvl- -3- f2-BengvlQXv4-Tn^1^hQ3rvph#>nv1 1 f-^. 4- 

lat-^- To a solution of (1.35 g, 2.33 mmol) in CH2CI2 
35 (20 ml) at O^C under an argon atmosphere was added 

triethylsilane (0.47 ml, 2.94 mmol), followed by boron 
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10 



trifluoride etherate (1.4 ml, 11.4 mmol) . The resulting 
solution was stirred at o'c for 10 min, and was then 
partitioned between IM HCl and EtOAc. The organic 
extract was washed successively with; H20, 5% aqueous 
NaHC03, H20 and brine. After drying (Na2S04) the solvent 
was removed in vacuo , and the product purified by column 
chromatography on silica gel (eluant: EtOAc/hexane, 
25:75) . The title compound (as a single undefined double 
bond isomer) was obtained as yellow oil (0.65 g, 50%). 



g) Moi-hxri - np g ?pg. ^PR< /9-Hxrrirnvv-4-TnPf hoyvntipnvl ) -1- 

. jl-m^l-hv l onorti nvynbonyl \ fprnn-1 -v1 OXV) 1 Hflfinft- Z - 

<.aT>v>ftvyiat:A. Methyl- (RS) -3- (2-benzyloxy-4-methoxy- 
phenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 

15 indene-2-carboxylate (0.64 g, 1.13 mmol) was dissolved 
in a small volume of EtOAc and EtOH (25 ml) added 
followed by 10% palladium on activated carbon (0.2 g) . 
The resulting solution was stirred under an atmosphere 
of hydrogen for 10 days and filtered. The filtrate was 

20 concentrated under reduced pressure and the product 

purified by column chromatography on silica gel (eluant; 
EtOAc/hexane, 30:70) to give the title compound as a 
.colorless solid (0.21 g, 39%); m.p. 155-156'c. 

25 h) Mp^-^yi - MR S ?pg- ^gfi^ -:^-Y?-rarhnftthnyvniprnft«Y-4- 

,„ ^ ^l^^^|,or,Yi ^ -1 - il-tnA^^v^ Pn^dl oxvphenvl ) (prop-l- 
yi»^y^ ^nripn^ ^-^-^^i-H^vvTaf.^. A solution of methyl" 
(IRS, 2RS, 3RS) -3- (2-hydroxy-4-methoxyphenyl) -1- (3, 4- 
methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2-carboxy- 

30 late (0.05 g, 0.11 mmol) in dry DMF (1 ml) was added to 
NaH (4 mg, 0.17 mmol) in a small volume of dry DMF. The 
mixture was stirred at room temperature for 10 min. and 
ethyl bromoacetate was added (0.016 ml, 0.14 mmol) . 
After 20 min.. the reaction was quenched with 3M HCl and 

35 extracted with EtOAc. The EtOAc extract was washed with 
water then brine, dried (MgS04), fitered and evaporated. 
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The product was purified by column chromatography on 
silica gel (eluant: EtOAc/hexane, 30:70) to give the 
title conqpound as pale yellow oil (O.OSg, 85%) . 

5 i) f IRS. ?.SR. 3RS) -3- f ?-rarboxvmf»t.hf>yv-4-niPl-hnvynhAnyl^ -1- 
(3. 4-mftthv1 pnPdiQxvnhPnvT ) -S- (pTorj-l-yl nxy ) tndanp-?- 

garhnvyHr ar-^H To a solution of methyl- (IRS, 2RS, 3RS) - 
3- (2-carboethoxymethoxy-4-methoxyphenyl) -1- (3, 4- 
methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2- 
10 carboxylate (0.05 g, 0.089 nmol) in EtOH (1 ml) (warming 
neccessary) was added 6M NaOH (0.089 ml, 0.53 mmol) . 
After stirring overnight the product was partitioned 
between EtOAc and 3M HCl. The organic extract was washed 
with H20 and then brine, dried (MgS04) , filtered and 

15 evaporated to give a colorless oil. The product was 

crystallized from Et20/hexane to give the title compound 
as an off-white solid (0.03 g, 65%); m.p. 195-198*C. 
1h NMR [(CD3)2CO] 6 7.17 (IH, d, J=9.1H2); 6.8-6.71 (5H, 
m); 6.55-6.47 (3H, m) ; 5.94 (2H, s) ; 4.97 (IH, br. d) ; 

20 4.73 (IH, d, J=16.5H2); 4.63 (IH, d, J=16.5Hz); 4.52 

(IH, d, J=7H2); 3.80-3.76 (2H, m) ; 3.76 (3H, s) ; 3.48- 
3.35 (IH, br. ro) ; 1.65 (2H, sextet, J=7.4Hz); 0.92 (3H, 
t, J=7.4Hz).iia : 538 t(M+NH4)+]. 
Anal . Calc. for C29H28 Og: C, 66.92; H, 5.42. 

25 Found C, 67.37; H, 5.32. 

gyAMPT.R 19a 

Preoaral-ion of 2-Benzvloxv-l-brftmn-4-inP»hoyy>>Pn^r«*np , 
a) T-Brnnift-9-hyrirftxy-4-m«>hhftvvhgnggn«». 3-BromO-2- 

30 hydroxy-6-methoxybenzoic acid [T. de Paulis et. al. 
Mftri. rhftm.. (1985), 28, 1263-1269] (5 g, 0.02 mol) was 
heated in quinoline (200 ml) at leo'c for 1 h. On 
cooling, the product was pairtitioned between Et20 and 3M 

HCl. The organic extract was washed with water and brine 
35 then dried (MgS04) , filtered and evaporated to give the 

title compound as a light-brown oil (4 g, 97%) . This 
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material was used without further purification. 
1h NMR (CDCI3) 8 7.32 (IH, d, J=9Hz) ; 6.60 (IH, d, 
jel.SHz), 6.43 (IH, dd, J=9, 1.5Hz). 

5 b) 9-Rp>ngv1 ovy-1 -hr'f»t nr^-i^-ln«»^h»vyH«»n9;*»nt» . TO a 

suspension of NaH (1.01 g, 0.042 mol) in dry DMF (ml) at 
0**C was added solution of l-bromo-2-hydroxy-4- 
methoxybenzene (7 g, 0.035 mol). After" Stirring at room 
temperature for 30 min. the solution was cooled to 0*C 

10 and benzyl bromide (6.24 ml, 0.05*2 mmol) added. The . 
mixture was warmed to room temperature over 20 min. and 
then quenched cautiously by the addition of 3M HCl and 
extracted with EtOAc. The BtOAc extract was washed 
successively with; H20, 5% aqueous NaHC03# H20 and 

15 finally brine. After drying (M9SO4) filtration and 
evaporation gave a dark colored oil. The product was 
purified by flash column chromatography (eluant: 
BtOAc/hexane, 20:80) to give the title conrpound as a 
colorless oil (7.5 g, 73%). 

20 NMR (CDCI3) 5 7.50-7.25 (6H, m) ; 6.51 (IH, d, 

J=1.5Hz); 6.39 (IH, d, J=9Hz); 5.09 (2H, s) ; 3.72 (3H, 
8). 

RYAMPT.R 13 

MRS. 7fiR. ^pg\-^-r? -fWYrirnvvnrnT>-1-v1nyv)-4-TnprhQXY- 
25 r^''"Y'' 'i-'i - f'^- A-mP^rhy-i An Art i nxvnhffnvl ) -5- fpmp-l -vl QXV) " 
^n^j ^r.r>-9-oai-hnxY ''^^ rtirvnioheyvlanilnft salt 

Methyl (IRS, 2RSr 3RS)-3-(2-Hydroxy-4-methoxy- 
phenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy)- 

30 indane-2-carboxylate (0.14g, 0.29mmol) in dry DMF (1 ml) 
was added to NaH (9mg, 0.38mmol) in a small volume of 
dry DMF. The mixture was stirred at ambient temperature 
for 20 min. then 3-bromopropan-l-ol (37iil, 0.41mmol) was 
added. After stirring for Ih. the product was 

35 partitioned between 3M aqueous HCl and ethyl acetate. 

The organic layer was washed with water then brine, then 
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dried (MgS04 anhyd.) filtered and evaporated to give an 
oil. The product was purified by column chromatography 
. to provide methyl (IRS, 2SR, 3RS) -3- [2- (3-Hydroxyprop-l- 
yloxy) -4-methoxyphenyl] -1- (3, 4-methylenedioxyphenyl) -5- 
5 (prop-l-yloxy)indane-2-carboxylate (0,lg, 65%) (Ifl-NMR 
indicated some epiroerization had occurred at C-2) . This 
material was used without further purification. Methyl 
(IRS, 2SR, 3RS)-3-I2-(3-Hydroxyprop-l-yloxy)-4-methoxy- 
phenyl J -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 

10 indane-2-carboxylate (0.04g, 0.075mmol) was dissolved in 
methanol (2ml) and aqueous potassium hydroxide added 
(2M, 0.22ml, 0.44mmol). The mixture was stirred under 
reflux overnight then cooled, diluted with water, 
acidified with 3M aqueous hydrochloric acid and 

15 extracted with ethyl acetate. The organic extract was 
washed with water and brine, dried (MgS04 anhydrous) , 

filtered and evaporated to give an oil. The product was 
purified by chromatography on silica-gel (eluant: ethyl 
acetate/hexane/3% acetic acid) to give 12mg of free acid 
20 which was converted to its dicyclohexylamine salt, 
m.p. 110-112*C. 

EXAMPLE 14 

phenyl 1 4^methylenediQxyphenyl\ fprop-^l-'yloxy^ - 
25 indane^2-rarbQvvlic aeid. bis-dievelohexvlamine gsalt 

(IRS, 2SR, 3RS)-3-[2-(3-Hydroxyprop-l-yloxy)- 
4-methoxyphenyll -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
yloxy) indane-2-carboxylic acid (0.07g, 0.13mmol) was 

30 dissolved in dry dichloromethane (0.5ml) and Dess-Martin 
periodinane (0.07g, 0.17mmol) added in dry dichloro- 
methane (1ml) . After 2h. the product was partitioned 
between ether and saturated aqueous sodixim carbonate 
solution containing sodium thiosulfate. The ether 

35 extract was washed with water then brine, dried (MgS04 
anhydrous), filtered and evaporated to give an oil which 
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was used without purification. The crude product was 
dissolved in t-butanol {5ml ) and to this was added a 
solution of sodium chlorite (18mg, 0.2mmol) and sulfamic 
acid {21mgr 0.22mmol) in water (1.5ml). After Ih. 
5 stirring at ambient tentperature the product was 
extracted into ethyl acetate. The organic layer was 
washed with water then brine then dried (MgS04 anhyd. ) 
filtered and evaporated to give an oil. The product was 
purified by column chromatography on silica-gel (eluant: 
10 ethyl acetate/heacane/3% acetic add) to give 12mg of 
free acid which was converted to its bis-dicyclohexyl- 
amine salt, 
m.p. 160 - 162'C. 

MS (exact mass) M*"- : 534.1879 (free di-acid) 
IS (A » -t-l.l mDa for C30H30O9) 

By the methods given abover the following 
compounds were ^'^^'^.ff^^ct/yvu^^'^^t'^ /5" 

/IPgWI. M-Mftf^ft»Yp h*»nYl V~'^->ph«»nYHndprf»-9-r'arHrnfvT i r acid 

20 

m.p. 191 - 193°C. 

Anal . Calcd. for C23H18O3: C, 80.68; H, 5.30. 
Found: C, 80.54; H, 5.33. 

RYRMPT.F. 16 

25 i- r ang>-i .^-Piph«»nuHnrian^-?-carbnyvHr. add 

m.p. 164 - 165*6. 

J5S. (m/e) : 332 t(M+inU)+]. 

30 M PR, 9Rfi . "^gpi -1 - f ^-ntirtrr>vvnhpnvi ) -3-phpnv1 1 ndane-2- 

f.a^Kr%vYHr arid 



Ua (m/e) : 331 [(I«-H)+l. 
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EXAMPT.R 1ft 

/IRS. ?RS. :^SR>-l~f4-Carhnxyph^nYn-^^ph«>nYHnriane-2- 

rarhnvylir ariri 

5 MS (m/e) : 359 [(M+H)+). 

examplf: 19 

HRS. ?RS. ?SR>-l-t^-MPthovyphAnyn-:^-ph«»nvlindane-2- 

garhoifYHr! arid 

10 (m/e) : 362 [ (M-i-NH4)'^] • 

BXAMPT.E 20 

HRS. 9RR. lSR^--|-M-F.1-hYlph>>nYn--^-nh*»nvl<nrtanA-2- 

carboxyllc acid 

15 m.p. 163 - 164°C. 

MS (m/e) : 360 ({M+NH4)+]. 

Anal . Calcd. for C24H22O2: 84.16; 6.48. 
Found: C, 84.24; H, 6.73. 

EXAMPT.R 7\ 

20 fIRS. :^RSV-1 .l^-niphtanYl^ndanP-^-rarboxvlig aetd 

m.p. 210-211°C. 

F.XAMPT.F 77 

/IRS. ?RS. ^.SR^-l-M-But,-4-vlQxvnhenvl>-3-(4- 
25 mgl^hoxyphgnyl I inriang»-2-rarbQXYllr arid 

1h wmr (CDCI3) : 5 7.26 - 7.17 (m, 6H) ; 6.93 - 6.87 
(m, 6H); 4.62 (d, 2H, J= 10.1 Hz); 3.96 (t, 2H, J = 
6.5 Hz); 3.81 (s, 3H) ; 3.29 (t, IH, J= 10.1 Hz); 
30 1.80 - 1.73 (m, 2H) ; 1.54 - 1.45 (m, 2H) ; 0.98 (t, 3H, 
J = 7.3 Hz) . 
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P.VaMPT.R 7^ 

5 m.p. 231 - 232**C. 

MS (m/e, rel. int.) : 803 t(2M+l)+, 100]. 

Anal . Calcd. for C25H23N04-1/2 H2O: C, 73.12; H, 5.85; 

N, 3.41. Found: C, 72.92; H, 5.61; N, 3.24. 

TgyaMPT.R 24 

10 MPg. ^gp\-1-M-an.<nAT^h>»nvlV-?-M-inftt:hoyVPtlftnY l )- 
m.p. 187 - ISO'C. 

m (m/e, rel. int.) : 1076.2 [(2Mfl)+, 25]. 
XS FiXftMPTiE 25 

/IPS. >gpwT-#A-HY/<T-«vtmhPnv1Y-l-f3.4- 
»n£»<->iYl An£>H4 ftyirnhp nyl ^ < nffar>o-.9-^«T-hnvv1 i n acid 

m.p. 94 - 96°C. 
20 ISS. (m/e) : 392.4 [(M+NH4)+]. 

( ipq, 2RR , •<gpv-l~nri»-r)<tBPl-hny-imhpnv1>-V(4- 

25 m.p. 126 - 128°C. 

MS (m/e, rel. int.) : 807 t(2M+l)n 35]; 403 [(M-H)", 

100]. * ^ ^ 

Anal . Caicd. for C25524O5: C, 74.24; H, 5.98. Found: C, 

74.10; H, 5.99. 
3Q gvaMPT.R 27 

opg- ^s T^)-i-r-^.4-ftefhyipnPri<nvvnhPnvn-3"f4- 
m ^r>^y-i ^^ ^ ^phon^T Y < nrianP-?-narhnyYl 1 r. an i d 



US (exact mass) : (M0+ = 404.1074 (A = +0.8 mDa for 

C24H20O4S) . 



I 
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EXAMPT.F. 9fi 

flRS. 2RS. 3SR)-5-MPfhnyv-3-M-inAfhftvvnh^nyn-1-n.4- 
methvlftnftdinxvnhPnvH tnrtanA-g-rar-h»vy1 ir an ^ri 

5 m.p. 129-13l'C. 

Ma (m/e) : 441.2 [ (M+Na) . 

EXAMPT.R 7Q 

flRS. 2SR. '^SP>-1.1-Bisr-^.iI-H.Al-hy1^nAriir.vv»h^ny1^-^- 
hvdroxvi nrtanA-9-r»a^Hoxy1 < r arl ri 

10 

(m/e) : 436.2 [ (M-i>NH4) -^J . 

EXAMPT.R ^r> 

(IRS. 2SR. ?.qR>-3-r?-f!«i-h»vtfinAl-hnvi/-4-inAfhft«vT>hAny1^- 
1- f 2-inftfhnyv-4 . ■>-nta»hy 1 AnArt< nvynhany 1 ^ rnrnp-l -y 1 n»y \ - 
IS indanft-7-rarhnvyH 

Methyl (IRS, 2RS, 3SR) -5-Hydroxy-3- (2-methoxy- 
methoxy-4-methoxyphenyl) -l- (2-methoxy-4, 5-methylene- 
dioxyphenyl) indane-2-carboxylic acid was prepared in 23% 

20 overall yield from methyl 2- (3-benzyloxy)ben2oylacetate 
according to the method of example 11. The 5-hydroxyl 
moiety was then propylated according to the method given 
in exanqple 12 and this crude material treated according 
to the method of example 70 to remove the methoxymethyl 

25 group in 55% yield. The title compound was then 

obtained following the procedure given for exan^le 12 in 

42% yield. 

m.p. 188 - 190'C . 

Anal. Calc. for C30H30O10: C, 65.45; H, 5.49. 
30 Found: C, 65.38; H, 5.49. 

EXAMPT.R 11 

MRR. ?SR. '^RSW^-r7-M«»^hnvymA1^hQxy^-4-tnA1^hnvvr>hAnvn-^- 
f3. 4-in«a1-hyl<>n<>riioxyphffnv1 \ -S- fnrnn-1 -yloxv) i nrian«»-9- 
earhoxylie aeid 



m.p. 161 - 163"C. 
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RyaMPT.g ^'7 

PB S I '^^•'^^ f9-Hvrtrftyv-4~inftt:hQrTmhPnv1 1 -1 - f 3, 4- 

IBP^j^yi onarii nyvphonyl \ fnrnn-1 -vlOYV) 1 nrianft-2- 
Pf^^K/i-ByUff arid 

5 

(exact mass) M+- : 462.1678 (A = -0.4 inDa for C27H26O7) 

RYAMPT.E 33 

f f 9-pT-ftp-1 -v1 r. y Y^ -4 - R-inA«->^YT '^""'^^ nvynhAnvl 1 fnrOP-l- 
10 y1 ftvyl < nr»ano-?-f arhnvvl i r acid 

Anal - Calc. for C32H340io'0.5 H2O: 65.41; H, 
6.00. Found: C, 65.27; H, 5.99. 

m.p. 196 - 197''C. 
15 gYAMPLB 34 

MPg. 3RS l -1-l9-rar»»n»Yiiii>*'hnvv-4.S-methv7Bne- 
H< /.^>,«>ntr1 \ .3- f il-in«>l-hft«tm>.ontr1 ^ -g- /nrnn-1 -vlOYV) 1 Tldanfi- 
y-|^^T->^ft-gyH arid 

20 MS (DCI NH3) m/e : 538.2 (M+NHs)"^* 520.2 (M+H) + 

(exact mass) M+- : 520.1733 (A = 0.0 xnDa for C29H28O9) 

PYaMPT.R 35 

(IPC mq^ - 1-/3.4-MPl->.yl^nAdioyvnhPnvn-3-r(?-PrQaz 
I ,yl »vy^ phAnvl ] -yl nvv^ < nHanP-?~carhnxv1 i C. acid 

25 

m.p. 179 - 180°C. 

MS (DCI CH4) m/e : 503.2 (M+C2H5)+, 474.1 (M+H) + 
(exact mass) M*"- : 474.2034 (A » +0.8 mDa for 
C29H30O6) 

3Q laYAMPT.y. 36 

fll^f ^ , ygp riB.qi - -^-y9-Wt7rirn»vnh«>nvH-1-f3.4-niPrnv]ftne- 

Tl1 n ffY Pr ir nY^ ^ r r f^»p-i -vi nw) A nrianft-2-rarhnyYl i c add 

m.p. 97 - 98'C. 
35 MS (exact mass) M+- : 432.1568 (A = +0.5 mDa for 

C26H24O6) 
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EXAMPT.K ^7 

nRR. ,^R5^--^-r?-rarhnvvitial-bnv YphPnvH -1-n.4- 
mef hvl enedi oxynhgnyl > -S- <pT-r>p-1 -y 1 nxy^ i nrianf>-7- 
earhnxvl^r ar^ri 

5 

m.p. 169-170'C. 

Mai. Calc. for C28H26O8*0.25 H2O: C, 67.94; H, 
5.40. Found: C, 67.75/ H, 5.37. 

EXAMPT.P. "^ft 

10 flRS. 2SR. 3Rfi>--^-^9-Bftn^yTnvy-4-^Pl-hnvyphPnyn-1-r!^.4- 
methvl ftnftril QXVPhenvl ) -S- fprnp-1 -y 1 nxy ^ ^ ndan^-g. 
earhnxvUff ar*<rt 

MS (exact mass) M+' : 552.2149 (A = -0.1 mDa for 
15 C34H32O7) 

RyAMPT.B -^Q 

flRS. 2.SR. 3RS)-3-f?-f?-HvdrnyyA^h-^-y1nvyW4- 
met.hoxvnhPnvl 1 -1 - n . 4-inf.l-hyl Anf»ri ioxyphgnyl \ -S- fprop~1 - 
vloxv)indanft-?-garhnxyHn arSri. diry^T nhPxvl am^ n«» gall- 

20 

m:p. 182-184'C. 

Anal. Calc. for C41H53NO8: C, 71.59; H, 7.77; 
N, 2.04. Found: C, 71.67; H, 7.66; N, 2.42. 

BXAMPT.R 40 

25 flRS. 2SR. 3RS^-3-.f2-Ef hnvy-4-.inftl-hftxyphftnyn-l- 4- 
me1;hylenediQXvnhenvl \ -S- fprnp-1 -y 1 nxy\ i nrianp-9- 
earboxylif! aeld 

Anal ■ Calc. for C29H30O7: C, 71.01; H, 6.16; 
30 Found: C, 70.71; H, 6.01. 

RyaMPT.R 41 

MRS. 9RR. 3Rfi)-3-r4-Mi»1-hflXV-9-fpron-1-vloxyn-1-n.4- 
MPi-hylPnPdinxvnhftnvH -5- fpron-l-yloxv^ indane-2- 
earboxylir acid 

35 

Anal . Calc. for C30H32O7: C, 71.41; H, 6.39; 
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Found: C, 71.43; H, 6.31. 

1f.yaMT»T.B A7 

f-^ ii-Ma1-hvlAn«> ri<ftyYphAnyT>-'>- fprnn-1-vloxvHnf1anft-2- 
m.p. 75-79*C. 

F.XAMPLE 43 

npg. •^RS1--^-r4-MAl '>i»vy-?-r?-tnAl-hYlprnn-1-v1nxv)- 
10 phAnvl 1 -1 - r-^. 4-MAf hyT «>"AriS ftvvT»hPnv1 1 -5- (nrOP-l- 
y 1 ftvy^ i nrianft-g-f arhnvvT f n add 

m.p. 85-89'C. 

b;yampt.p. AA 

p^onyl 1 «1 - f !^ . 4-i ni>1'hy1 ftnftri4 /^vyphantf 1 ^ -S- fnrf>t>>1 ~v1 OXV) - 

m.p. 150-155"C. 

20 P.VAMPT.F. 45 

fi pg^ ?RSW ^-r4-MPt:hnvv-?-n-PVridYlTnftf.hQXV)- 
pHonyl T -1 - n ■ A-THA^^v^ p nort^ oxvphAnvl I -S- fnrnn-1 -vlOXV) - 
^•nHano-^-frar^nifyHo aMd. 

25 Anal . Calc. for C33H3iN07-0.5H20: C, 71.02; H, 5.78; 
N, 2.51; Found: C, 71.02; H, 5.53; H, 2.30. 

RVaMPT.R 46 

ppc^ ?gp •^Rfi>- ^^-^4-MA^hnvv-?-(4-pvr^rtv^1tlftt■hQXV)- 
30 i2u2aQe=2=ca£bfizxllc-acid«. 

Anal . Calc. for C33H31NO7-0.5H2O: C, 71.02; H, 5.78; 
N, 2.51; Found: C, 70.89; H, 5.59; H, 2.37. 



wo 93/08799 



PCT/US92/09427 



EXAMPT.B 47 

phgnvl 1 -1- f^. 4-mf>1-hv1 Pnprt< nvyphianyl \ -«>- fprop-1 -y1 nvv) - 

5 m.p. 153-155°C. 

EXAMPI.E 48 

n RS ■ ?SR ■ r 7- f HPpt-l -yl nxy > -4-infithoxyphf>ny1 1 -1 - 

f ■ 4-in«af hyl ^n^ri^ nvyph^nyl \ -S- /prnp-1 -y 1 nvv^ j nrianP-2- 
ffarhnvyUff af^4ri 

10 

m.p. 70-73'C. 

BXAMPLB 49 

(IRS. 2SR. :^RS>-3-r4-MA»havy-:>-/,'i-1-g1-rayQlvling1^hoxv)- 
Phenyl 1 -1 - n . 4-ingf hyl anftriH ftvyphftnyl \ -.fj- /prnp-1 -yl ovv^ - 
IS 4nri»nA-9.ffarhn»YHff «r<rt. 

m.p. 102-lOS'C. 

F.XAMPT.F. F^n 

MRS. ?RR. -3- f2-ryanoTnPthnxy-4-mPthnxyphPnv1 ^ -1~ r3. 4- 

20 methvlPnPdi- oxvphftnyl \ -S- /prnp-1 -yl ovy< i nrianf>-7- 
earhnvylin aff^ri 

m.p. 199-201''C._ 

RXAMPLK 

25 riRS. gRR. -^RS^ /9-rarV>nKaln^riolll«»^hr>*Y-4~nl«»f hoxyphPnyl ^ - 
1- n..4-tnAl-hYlgngriiovyphP>nyH-5- fprop-1 -vlnxv^ indane-2- 

I 

carbQxylic afiid 

Anal . Calc. for C29H29NO8-0.5C4HbO: C, 67.02; 
30 H, 5.99; N, 2.52; Found: C, 67.76; H, 5.96; 
H, 2.56. 

RXAMPLE 52 

MRR. 2RR. SRWi>-ArPfamirin-l.;^-htsn.4-me1:hvlene- 
H<ftvyphAnvlMnrianA-2-rarhnxvltr arid. 

35 

MS m/e : 460 ((M+H)+]. 
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RXAMPLF. 

pi^g, r<;RW';^atn1nn-1.-^-h<fin.4-TnPl-hv1Pnf»riiQXV- 
plioTiylW-inrian o^^-rrarhovYlate. riirtyelphftvylanijno gait. 

5 MS m/e : 418 t(M+H)+l. 

RXAMPLE ?>4 

MRS. -1- r?- n-rarhnvyphATivi ^ -4-Tnftt-.hoxvnbpnv1 1 -1- 

f ^. 4-tnPthy1 An«>dinvyphpnvl ) -j^- fnron-l -v1 OXV) i nfiaTlP!-2- 
farhnvylir afild 

0 

a) R^hy 1 ^- ri-^< - /hnt:-1 -v1 ^ s1-annv1 ) henzoate 

Ethyl 3-bromobenzoate (2.0 g, 8.7 mmol) , hexabutyl- 
distannane {5.51ml, 10.9 mmol) , tetrakis (triphenyl- 

S phosphlne)palladium(O) (0.08 g, 0.07 mmol) and palladium 
(II) acetate (0.19 g, 0.85 mmol) were mixed in dry 
toluene (25 ml) and refluxed for 72 h under argon. The 
solvent was removed in vacuo and the residue purified by 
column chromatography on silica gel (eluant:hexane) . 

0 The title compound was obtained as a colorless oil (1.1 
g, 30%). 

b) Moi-hyT nPR. ?SR. ^RS> TO- r?-rarhoTnftthQXvnhftnvH -4- 
mai-hnvyphPnvl l-l - n . A-mf^thy^ An^ri^ nyvnhenvl ) ~.S- (prOD-l- 

5 y1r»vy^ 4nriano~7-frarhnxvlate 

Methyl (IRS, 2SR,* 3RS ) -3- (4-methoxy-2-trif luoromethane- 
sulfonyloxyphenyl) -l-.(3, 4-methylenedioxyphenyl) -5- (prop- 
1-yloxy) indane-2-carboxylate (0.118 g, 0.19 mmol), 

D lithium chloride (0.058 g, 1.37 mmol), tetrakis (t r i- 
phenylphosphine) palladium (0) (0.018 g, 0.016 mmol) and 
ethyl 3-(tri-(butyl-l-yl)stannyllbenzoate (0.253 g, 0.58 
mmol) were mixed in dry dimethylformamide (5 ml) and 
refluxed for 24 h. The product was filtered through 

5 celite and the celite washed with ethyl, acetate. The 
combined filtrate was evaporated in vacuo and was shown 
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to be a mixture of two components by TLC. Purification 
by column chromatography on silica-gel gave a less polar 
fraction: methyl (lRS,2SR,3SR)-3-[2-(but-l-yl)-4- 
methoxyphenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
5 yloxy) lndane-2-carboxylate (0.038 g) which was obtained 
as a colorless oil. The title compound was the more 
polar con^onent (0.08g) which while contaminated with 
tin residues (^H-NMR) was used without further 
purification. 

0 

C) (IRS. 2SR. IRSl -3- \7- n-rarhovyphgnvT \ -4-mAl-hovy- 
Phenyl 1 -1 - n. 4-mftthv1 PnPri4 nvvnh«»nv3 \ -yl ovyl - 



15 Methyl (lRS,2SR,3RS)-3-[2-(3-Carbomethoxyphenyl)-4- 
methoxyphenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
yloxy) indane-2-carboxylate (O.OSg, crude) was dissolved 
in propan-2-ol (1 ml) and aqueous soditim hydroxide (IM, 
1 ml ,1 mmol) added. The mixture was refluxed for 12 

20 hr. then cooled, diluted with water, acidified with 3M- 
aqueous hydrochloric acid and extracted with ethyl 
acetate (3x) . The combined organic extract was purified 
by column chromatography on silical-gel (eluant: 30% 
EtOAc/hexane/5%AcOH) to give the title confound as a 

25 colorless solid (20 mg) 



m.p. 257-268*C.' 

EXAMPT.R 

HRS. gSR. 3SR> -1- r2- mnt-l -v1 \ -il-tn*><-hftvvnhonv1 ^ -1 - /-^ . 4- 
30 methylenedlQxyphenvl \ -5- -y 1 nvy^ lndanA-7- 
earboxylie aejrf. rynl nhaxylam^ np 

Methyl (IRS, 2SR, 3SR) -3- [2- (But-l-yl) -4-methoxyphenyl) -1- 
(3, 4-methylenedioxyphenyl ) -5- (prop-l-yloxy) ind2me-2- 
35 carboxylate (0.038g, 0.074 mmol) was dissolved in 
propan-2-ol (1 ml) and aqueous sodium hydroxide (IM, 
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0.75 ml, 0.75 mmmol) added. The mixture was reflxixed for 

12 hr. then cooled, diluted with water, acidified with 

3M-agueous hydrochloric acid and extracted with ethyl 

acetate (3x) . The combined organic extract was purified 

5 by column chromatography on silica-gel (eluant: 30% 

EtOAc/hexane then 30% BtOAc/hexane/5%AcOH) . Conversion 

of the product to its dicydohexylamine salt gave the 

title compoxind. 

m.p. 179-182"C. 
10 Anal - Calc. for C41H53NO8: C, 71.59; H, 7.77; 

N, 2.04. Found: 71.67; H, 7.66; N, 2.42. 

BXflMPLE ,56 

mpfhyl i>ngrii ftxyphgnyl I fprop-l -v1 nwl i nriaTift-2- 
15 earboxyH f; arrid 

a) M>>l-hYl nUR. gRS. ,^SR\ r4-M*»1-hnvY-9-nhenv1nhftnvl > -1- 
f-^ . il-ini>1-hYT OTftdi ovYphenyl \ -5- fpron-1 -vl oxv> indane-2- 
earboxyl ate 

20 

To a slurry of anhydrous LiCl (46 mg/ !•! mmol) and 
tetrakis (triphenylphosphine) palladium (0) (24 mg, 0.02 
mmol) in dry dioxane (3 mL) was added a solution of 
Methyl (IRS, 2RS, 3RS) -3- (4-Methoxy-2-trif luoro- 

25 methanesulf onyloxyphenyl) -1- (3, 4-methylenedioxyphenyl) - 
5- (prop-l-yloxy) indane-2-carboxylate (95 mg, 0.16 mmol) 
and tri (but-l-yi) stannylbenzene (319 mg, 0,87 mmol) in 
dioxane (1 mL) . The mixture was refluxed under Argon for 
17 h, cooled to room ten^erature, diluted with ethyl 

30 acetate (5 ml) and the resulting solution washed 

sequentially with brine and water. The organic layer was 
dried (MgS04 anhydrous) , filtered through a short pad of 
silica gel and concentrated in vacuo to yield an oil. 
The product was purified by flash column chromatography 

35 . (silica gel, gradient elution from hexanes to 10 % ethyl 
acetate/hexanes) to afford the title coii5>oiind as a white 
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.65- 

solid. (92 mg, 86%) . 

b) n RS . 7RH . :^SR\ /^-»te1-hr>vy- ?-nh*»ny 1 ph^nvl ^ -1 - n . 4- 
methvlftnftdl nyvnhftnvl ^ -S- ^nrnp-1 -yl ftvvi inrian^-?- 

To a solution of Methyl (lRS,2RS,3SR)-3-(4-Methoxy-2- 
phenylphenyl) -1- (3, 4-methylenedloxyphenyl) -5- (prop-1- 
yloxy) indane-2-carboxylate (80 mg, 0.12 mmol) In dloxane 

10 (2 mL) was added IM aqueous NaOH (0.3 mL, 0.3 mmol) . The 
resulting mixture was heated to reflux for 48 h, then 
concentrated under reduced pressure. The residue was 
partitioned between dilute aqueous HCl and ethyl 
acetate. The ethyl acetate extract was washed with water 

15 and dried (MgS04 anhydrous) . The solvent was removed in 
vacuo and the residue purified by flash column 
chromatography (silica gel, 20% ethyl acetate/hexane 
containing 5% of acetic acid) to afford the title 
compound (36 mg, 46%) . 

20 m.p. 199 - 200*C. 

NMR (CDCI3) 5 7.18-7.09 (m, 6H) ; 6.85 (dd, IH, J 
= 8.6, 2.1 Hz); 6.71-6.65 (m, 6H),6.36 (b s, IH) , 5.85 
(S, 2H), 4.59 (d, IH, J = 10.2 Hz); 4.31 (d, IH, J = 
25 10.2 Hz); 3.75 (t, 2H, J =7.3 Hz); 3.73 (s, 3H) ; 

3.14 (dd, IH, J = 10.2, 10.2 Hz); 1.68 (sextet, 2H, J = 
7.3 Hz); 0.93 (t, 3H, J = 7.3 Hz). . 
MS m/e : 540 (M+NH4)*. 

Anal. Calc. for C33H30O6 • 3/4 H2O: C, 73.93; 
30 H, 5.90. Found: C, 74.12, H, 5.80. 

EXAMPLR 

gRS. 2SR. 3SR>-3-f2-f rK)-;>-rarhnvyA^^en-^-v^^-4- 
^^e1:hQXvnhgnvn-1 - n. 4-irn>thvlf>nPdiovvtthAnv1 \ -S- - 
yloxy^ indang-2-rarbQxylir arjd 



^93/08799 



PCrAJS92/09427 



a) |>ffoi-hyT /1T?g. 9SR. :^SRW3-r?-rfP.\-9-ffarhninf>tthQXV- 
ftf Kor>-1 -yl 1 -4-WAf hftvyphAnvl T -1 - M - i^-lnA^hv^ f»ne.- 

5 l,3-bis(diphenylphosphino) propane (0.066 mmol) , 

trls(dibenzyIideneacetone)dipalladiiim(0) (24 mg, 0.026) 
and bis (triphenylphosphine) palladium (II) choride (18 mg, 
0.026 mmol), were dissolved in a 4:1 mixture of 
triethylamine/acetonitrile (5 mL) under argon. After 10 

10 min at room temperature, a solution of methyl (IRS, 2SR, 
3RS) -3- (4-methoxy-2-trif luoromethanesulf onyloxyphenyl) - 
1- (3r 4-methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2- 
carboxylate (160 mg, 0.26 mmol) and methyl acrylate (679 
mg, 7.89 mmol) was adcted in the above solvent mixture (3 

IS mL) . The reaction mixture was heated to reflux under 
argon for 20 h, cooled to room temperature and a small 
aliquot analyzed by NMR, which showed no reaction had 
taken place. Palladium (II) acetate (6 mg, 0.025 mmol) 
and methyl acrylate (679 mg, 7.89 mmol) in dry DMF (5 

20 mL) were then added. The reaction mixture was heated to 
refliix overnight. On cooling the solution was filtered 
through a short column of silica gel and concentrated to 
yield an oil. The crude product was purified by flash 
colximn chroma-tography ( silica gel, gradient elution: 

25 10 % to 20% ethyl acetate/hexanes) to afford the title 
confound as a tan solid. (87 mg, 62%) . 

1h wmr (CDCI3) : S 8.17 (d, IH, J= 15.7 Hz); 7.44 
(d, IH, J= 8.7 Hz), 7.11-7.07 (m, 2H) ; 6.90-6.70 (m, 
30 6H), 6.42 (d, IH, J » 15.7 Hz); 5.94 (b s, 2H) , 5.04 
(d, IH, J = 7.5 Hz); 4.75 (d, IH, J « 7.6 Hz); 3.89 
(t, 2H, J - 6.7 Hz); 3.85 (s, 3H); 3.85 (dd, IH, J - 
7.5, 7.4 Hz); 3.83 (s,3H); 2.96 (8,3H), 1.79 (sextet, 
2H, J « 6.7 Hz); 1.03 (t, 3H, J - 6.7 Hz). 
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.C7- 

b) HRS. 2SR. 3?5R)-3-r?-r fK^-?-rarhnvv^1■hAn -^-yn-4- 
methQXVPhenvl1-l- 4-TnP^hv^An«»H^nxyph«»nv^^-f^- fprnp-1- 
vlQxv^lndanft-?-rarhnvylir aoHri. 

5 To a solution of methyl (IRS, 2SR, 3SR)-3-[2-[ (E)-2- 
carbomethoxyethen-l-yl] -4-'nethoxyphenyl] -1- (3,4- 
methylenedloxyphenyl) -5- <prop-l-yloxy) indane-2- 
carboxylate (80 mg, 0.15 mmol) in dioxane (2 ml) was 
added 1 N NaOH (0.5 ml, 0.5 mmol). The resulting 

10 mixture was heated to reflux for "3 h, then cooled and 
concentrated under reduced pressure. The residue was 
partitioned between dilute aqueous HCl and ethyl 
acetate. The ethyl acetate extract was washed with water 
and dried (MgS04 anhydrous) . The solvent was removed in 

15 vacuo and the title compound was obtained as a white 
solid (73 mg, 96%). 

IjLUMB (CDCI3) : 5 8.32 (d, IH, J = 15.6 Hz); 7.24- 
6.55 (m, 9H); 6.29 (d, IH, J = 15.6 Hz); 5.94 (b s, 

20 2H), 5.18 (d, IH, J = 9.9 Hz); 4.69 (d, IH, J = 9.9 
Hz); 3.85 (s, 3H); 3.84 (t, 2H, J = 6.9 Hz); 2.94 (dd, 
IH, J - 9.9, 9.9 Hz); 1.79 (sextet, 2H, J = 6.9 Hz); 
1.00 (t, 3H, J = 6.9 Hz) . 
MS m/e : 517 I(M+H)+1. 

25 Anal. Calc. for C30H28O8 : C, 69.76; H, 5.46. 

Found: C, 69.73, H, 5.26. 

RXAMPT.K Sft 

flRS. 2SR. 3SR)-3-f2-f?-rarhnvyg1-h-1-vn-4-inPhhnvy- 
Phenvl 1 -1 - f 3 . 4-inet.hvl Pngrfj nvyphonvl ) -S- /pron-T-yl nvyl - 
30 inriania-g-earboxvUff ar^rt. 

To a solution of (IRS, 2SR, 3 SR) -3- [2- [ (E) -2-carboxy- 
ethen-l-yl] -4-methoxyphenyl] -1- (3, 4-methylenedioxy- 
phenyl)-5- (prop-l-yloxy) indane-2-carboxylic acid (43 mg, 
35 0.08 mmol) in ethanol (5 mL) was added 10% palladium on 
activated carbon (40 mg) . The resulting suspension was 
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stirred overnig^it under an atmosphere of hydrogen then 

filtered through a pad of celite. The filtrate was 

concentrated under reduced pressure to afford the title 

compound (35 mg, 82%) as a i^ite solid. 
5 1h wmr (CDCI3) : 8 6.99 (d, IH, J= 8.6 Hz); 6.78-6.66 

(m, 7H); 6.23 (b s, IH) ; 5.88-5.87 (m, 2 H); 4.88 (d, 
IH, J = 9.7 Hz); 4.54 (d, IH, J = 9.7 Hz); 3.72 (s, 
3H); 3.70 (t, 2H, J= 7 Hz); 2.98-2.90 (m, IH) ; 
2.68-2.51 (m, 2H) ; 1.65 (sextet, 2H, J = 7.0 Hz); 0.89 
10 (t, 3H, J » 7.0 Hz) . 

MS (exact mass) IS*"' : 518.1930 (A = -fl.l mDa for 

C27H26O7) 

By the methods given above in Exanqples 54 to 
58, the following cosqpounds were made. 
15 TP.YAMPT.R 59 

n Rg , 9SR ■ -^RS^ r>-rj rh >^vYlll«>^hv^ ft-d-mtH-hnvvnhPnvl > -1- 
t-^ . 4-ii».l-hvl gne rtf nyyph^nyl \ -g- fni-nn-1 -vloxv) 1 nrtanft-2- 

20 m.p. 242-246'C (dec). 

RYAMPT.R 60 

fipg. 7gR. '^sm ~'^-r4-M«>i-bovv-?-fnrr)P-2-en-1-v1>phpnvn- 
1- n-jl-m^j-hvlonort-invvi ^nHonYl /r.T-ftn-1 -v1 ovv) indanft-2- 

^pT-HftvyHf arid 

25 m. p. 126-127*'C. 

(exact mass) M+« : 486.2021 (A » +2.1 xnDa for C30H30O6) 

f 1 pg , 9QP - -^fiwi rii-i>tei-ho»t/-9. iT%i-nn«1 -v1 ^ Phenyl 1 -1- 
/•^ , il-niof>iy1^ng rt4rtvvnh«»"Yl rni-nn-l-vloxv) indanR-2- 

30 ^f^r^"^^Y^'^'- 

m.p. 155-156'c. 

Anal . Calc. for C30H32O6 : C, 73.75; H, 6.60. 
Found: C, 73.45, H, 6.43. 
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F.XAMPT.K 

HRS. ?SR. •^R.«;>-^-r?.ra^hnvv-4-ti.«»i -hnvYphAnyl1-1-n.4- 
methvlenftrtH nvynh^nyl \ /prr>p-1 -v1 nvv\ H 

5 Anal. Calc. for C28H26O8 : C, 68.56; H, 5.34. 
Found: C, 68.61, H, 5.58. 

EXAMPT.1g fi? 

flRS. ?SR. SP^--^-r9-/9-Hvri,>nvy,>i-hyn-4-mo1-hov yph^nyn-. 
1- (3 . 4-TnPf hvl enftfH nx vnhPnvl ^ -S- fpT-op-l -vl nvyl < nrian«>-9- 

10 carhnxYllr nr1f1 

(exact mass) M+« : 490.1994 (A = +0.3 nDa for C29H30O7) 

EXAMPT.F. fii! 

(IRS. ?SR. 3 SR^--^-f9-rai.HftvvinPl-hv1-il - mPl-hftvyphftnyn-1- 
15 (3.4-tIlPthvlenf>rtinvvnhftnvn-S-. lnrnp-l-y T ovvHnrianA-9- 

carboxYllr arin 

(exact mass) M+« : 504.1788 (A = -0.4 mDa for C29H28O8) 

EXAMPT.R fiR 

20 (IRS. ?SR. aSR^-•^-^?>rWvrinnvvnron-^-y M-4-n,A^>,r>vy- 

Phenyl 1 -1 - n. 4-m(>1-hvlenedir>xyphp.ny1 \ -q- fpynp-l -yl nvy^ - 
indane-?-fiarhnvv1 i r ani H 

MS (exact mass) M** : 504.2143 (A » +0.5 nDa for 
25 C30H32O7) 

EyAMPT.F! fifi 

gRS. 2SR. 3 SR^'-.«;-r4-rar>>r.vyphonv1\-1 .-^-Mfif^ .d- 
methvlftnftdloxvnhenvl ) l ao^ri 

30 m.p. 230-23l'c. 

EXAMPT.R fi7 

flRS. 2SR. 3SR)-S-M-B<>nrv1nvvnhAnyn-1 .^-V^ic/^il- 
met^hvl ATiAdi QvyphAnyl \ i nrtan*>-9-rarhnvy 1 in ttrid. 



35 m.p. 105-106°C. 
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-7P- 

7gR. ^Rw\-q-rr4-Hvrirnxvphftnvn-i ■3-h^sf3,4- 
5 MS m/e : 512 t(M+NH4)+]. 

P.yaMPT.F. 

4nrian«>-?-na-rV.r»yYHr. arid. 

0 Anal . Calc. for CjiH2208'5/BH20 C, 69.76; H, 4.39. 
Found: C, 69.81, B, 4.46. 

TeYaMPT.B 70 

mo^-hyl «»nAri< nvy phanvl \ tpfem-} -y^ nvyl i tirtane . 

5 

a) n Rg . -^RSV r f 9.Mft«-hftvyinfttTtto»v> -4-inftt:hQXVPhftnvl ) 1 -1- 
t-^ - 4-tn»»hyi onftrt^ ftvyphAnvl \ -t- r»i"ftt>-l -v1 nyv) i ndane . 

A solution of (IRS, 2SR, 3RS)-3-t2-(methoxymethoxy)-4- 

0 methoxyphenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
yloxy) indane-2-carboxylic acid (0.2g, 0.39inniol) in 
dichloromethane (4ml) and pyridine (28pl, 1.6 mmol) was 
cooled to 0 "C under argon. To this solution was added 
thionyl chloride (60 pi, 0.8 mmol). The mixture was 

5 allowed to warm to ambient temperature over 20 min. and 
the volatiles removed in vacuo. The residue was 
redissolved in toluene and evaporated in vacuo (twice) . 
The residue was dissolved in dichloromethane (4ml) and 
triethylamine <250pl) added. To this solution at room 

0 ten^erature under argon was added 2-mercaptopyridine-N- 
oxide (120 mg, O.Smmol) dissolved in dichloromethane 
(1ml) . After stirring for 20 min at room termperature 
t-butylthiol (450pl, 4mmol) was added and the mixture 
irradiated for 20 min (150 watt spotlight) . The 

5 volatiles were removed in vacuo and the product 

partitioned between ethyl acetate and 3-M-aq. HCl. The 



wo 93/08799 



PCr/US92/09427 



-7/- 

organic extract was washed with water, sat. aq. NaHCOa 
solution and finally brine. After drying (MgS04 
anhydrous) , the product was filtered and evaporated. 
Purification by column chromatography gave the title 
5 conqpound (0.075 g, 41%). 

WMR (CDCI3) : 5 7.13 (d, IH, J « 8.5 Hz); 6.83 (d, 
IH, J « 8.3 Hz), 6.79-6.69 (m, 5H) , 6.54 (dd, IH, J = 
8.5, 2.5 Hz), 6.51 (br s, IH) , 5.92 (br, s, 2H) 5.18 (d, 
IH, J - 6.7 Hz, ), 5.15 (d, IH, J = 6.7 Hz), 4.66 <dd, J 
10 » 10.5, 7.6 Hz, IH, J = 6.7 Hz), 4.22 (dd, IH, J - 

10.5, 7.4 Hz), 3.81 (m, 2H) , 3.80 (s, 3H) , 3.43 (s, 3H), 
2.90-2.83 (m, IH) , 2.06-1.98 (m, IH) , 1.73 (sextet, IH, 
J » 7.1 Hz), 0.92 (t, 3H, J = 7.1 Hz). 

To a solution of (IRS, 3RS) -3- [ (2-methoxyraethoxy) -4- 
methoxyphenyl) ] -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 

20 yloxy)indane (0.075 g, 0.16 mmol) in methanol (5 ml) was 
added 4-5 drops of 6M-HC1 and the mixture refluxed for 
1.5 h under argon. The solvent was removed in vacuo and 
the product partitioned between EtOAc and water. The 
organic extract was washed with water then sat. aq. 

25 NaHC03 solution and finally brine. After drying (MgS04 

anhydrous) filtration and evaporation gave the title 
compound (0.064 g, 94%). 

NMR (CDCI3) : 5 7.11 (d, IH, J a 8.4 Hz), 6.87 (d, 
30 IH, J « 7.8 Hz), 6.77-6.74 (4 H, m) , 6.61 (br s, IH) , 
6.50 (dd, IH, J » 8.4, 2.5 Hz), 6.42 (d, IH, J » 2.5 
Hz), 5.94 (d, IH J = 1.2 Hz), 5.93 (d, IH, J = 1.2 Hz), 
4.74 (s, IH), 4.43 (dd, IH, J = 10.4, 7.6 Hz), 4.20 (dd, 
IH, J = 10.7, 7.3 Hz), 3.82 (t, 2H, J = 6.7 Hz), 3.79 
35 (S, 3H), 2.89-2.82 (m, IH) , 2.15-2.08 (m, IH) , 1.77-1.71 
(sextet, 2H, J » 7.2 Hz), 0.99 (t, 3H, J = 2.5 Hz). 
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'7SL' 

MS (exact mass) M+ Pound; 418.1782 (A = -0.2 mDa for 
C26H2605) • 

BXAMPLE 71 

MWg - 9RS^ -^^ f 2 -r!ai"hnvvint»1-hnvY-4-inPl-h0XVPhPnvT > -1 - f 1^. 4- 
5 inft»hYl Anp H< ftvyphenyl \ -«>- fpr^p-l -vTnvvV indane 

To a slurry of sodium hydride (5 mg, 0.21 mmol) in 
dimethylformamide (0.5 ml) was added (IRS, 3RS) -3- (2- 
hydroxy-4-methoxyphenyl)-l- (3,4-methylenedioxyphenyl) -5- 

10 (prop-l-yloxy) indane (0.058 g, 0.l4 mmol) at ice-bath 
temperature under argon. After stirring for 15 min, 
ethyl bromoacetate (50 pi, 0.2 mmol) was added and the 
solution stirred for 1 h at room teaqperature. The 
product was partitioned between ethyl acetate and 3M aq 

15 HCl. The organic extract was washed with water, sat. 
aq. NaHCOs solution and finally brine. After drying 
(l^S04 anhydrous) filtration and evaporation followed by 
chromatography gave (IRS, 3RS) -3- (2-carboethoxymethoxy-4- 
methoxyphenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 

20 yloxy) indane (0.041 g) . The product was dissolved in 
hot ethanol (10 ml) and 1 M aq. NaOH added (1 ml) . The 
mixture was refluxed for 1 h then cooled, acidified with 
6M-aqueous HCl and extracted with ethyl acetate. After 
evaporation the residue was crystallised from ethyl 

25 acetate/hexane to give the title coaipound (0.035 g, 
93%) . 

m.p. 177-178 •C. 

iw WMR (CDCI3) : 5 7.18 (d, IH, J « 8.5 H2), 6.87 (d, 
30 IH, J = 8.4 Hz), 6.88-6.71 (4 H, m) , 6.56 (dd, IH, J = 
8.4, 2.3 Hz), 6.53 (br. s, IH), 6.41 (d, IH, J - 2.3 
Hz), 5.91 (br. s, 2H), 4.68-4.60 (m, 3H) , 4.61 (dd, IH, 
J= 10.7, 7.2 Hz), 3.83-3.80 (m,' 2H) , 3.81 (s, 3H) , 2.86 
(dt, IH, J» 12.4, 7.2 Hz), 2.10-1.98 (m, IH) , 1.73 
35 (sextet, 2H, J = 7.2 Hz), 0.98 (t, 3H, J = 7.4 Hz). 

MS (exact mass) M+ = 476.1829 (A = +0.6 mDa for C28H28O7) . 
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EXAMPT.P.g 7?-fti} 

The following compounds were prepared by the 
procedures given above. 

5 (IRS, 2SR, 3SR)-l-(4-Methoxyphenyl)-3-(3,4,5- 

trimethoxyphenyl) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR)-l-(4-Ethoxyphenyl)-3-(3-4- 
methylenedioxyphenyl) indane-a-carboxylic acid; 

10 

(IRS, 2SR, 3SR) -5-Carboxy-l, 3-bis (3, 4-methyl- 
enedioxyphenyl) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR)-3-(4-Methoxyphenyl)-l-(3,4- 
15 methylenedioxyphenyl) -5- (prop-2-enyloxy) indane-2- 
carboxylic acid; 

(IRS, 2SR, 3RS)-3-(2,4-Dimethoxyphenyl)-5- 
hydroxy-1- (3, 4 -methylenedioxyphenyl) -indane-2-carboxylic 
20 acid; 

(IRS, 2SR, 3SR)-3-t5-(2,3-Dihydro)- 
benzfuranyl J -5-hydroxy-l- (3, 4 -methylenedioxyphenyl) - 
indane-2-carboxylic acid; 

25 

(IRS, 2SR, 3RS)-5-Hydroxy-3-(3,4-methylene- 
dioxyphenyl) -1- (2,4, 6-trimethoxyphenyl) indane-2- 
carboxylic acid; 

30 (IRS, 2SR, 3SR)-l-[5-(2,3-Dihydro)- 

benzfuranyl ] -1- (4-methoxyphenyl) indane-2-carboxylic 
acid; 



(IRS, 2SR, 3RS)-l-(3,4-(l,2-Ethylenedioxy)- 
35 phenyl] -3- (4-methoxyphenyl) ind£me-2-carboxylic acid; 
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(IRSr 2SR, 3SR)-5-Hyclroxy-3-(3,4-methylene- 
dioxyphenyD-l- (4-inethoxyphenyl) inciane-2-carboxylic 
acid; 

5 (IRSr 2SR, 3RS)-5-Hyciroxy-3-(4-methoxyphenyl)- 

1- (2-methoxy-4, S-methylenedioxyphenyl) indane-2- 
carboxylic acid; 

(IRS, 2SR, 3SR)-l-(3,4-Methylenedioxyphenyl)- 
10 3- (4-methoxyphenyl) -5- (propyl-l-yioxy) indane-2-* 
caxboxylic add; 

(IRS, 2SR, 3RS)-5-Methoxy-3-(4-methoxyphenyl)- 
1- (2-methoxy-4, 5-itiethylenedloxyphenyl) indane-2- 
15 carboxyllc acid. 

EXftMPLB 85 

Formulations for pharmaceutical use 
incorporating compounds of the present invention can be 
20 prepared in various forms and with numerous excipients. 
Examples of such formulations are given below • 

Tntialant; Fnrmulation 

A compound of formula I, (1 mg to 100 mg) is 
25 aerosolized from a metered dose inhaler to deliver the 
desired amount of drug per use. 

Tah^A1•fi/Tn^l»ri^*>n^s Pftr Tab l et 

30 1. Active ingredient 40 mg 

(Cpd of Form. I) 

2. Com Starch 20 mg 

35 3. Alginic acid 20 mg 

4. Sodium aJ.ginate 20 mg 

5. Mg stearate 1 mq 
40 2.3 mg 
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Step 1 Blend ingredients No- 1, No. 2, No. 3 and 
No. 4 in a suitable mixer /blender. 
S Step 2 Add sufficient water portion-wise to the blend 
from Step 1 with careful mixing after each 
addition. Such additions of water and mixing 
until the mass is of a consistency to permit 
its converion to wet granules. 
10 Step 3 The wet mass is converted to granules by 

passing it through an oscillating granulator 
using a No. 8 mesh (2.38 mm) screen. 
Step 4 The wet granules are then dried in an oven at 
140*F (60*C) until dry. 
15 Step 5 The dry granules are lubricated with 
ingredient No. 5. 
Step 6 The lubricated granules are conqpressed on a 
suitable tablet press. 

20 Parenteral FoTHinl on 

A pharmaceutical composition for parenteral 
administration is prepared by dissolving an appropriate 
amount of a compound of formula I in polyethylene glycol 
with heating. This solution is then diluted with water 

25 for injections Ph Eur. (to 100 ml) . The solution is 
then steriled by filtration through a 0.22 micron 
membrane filter and sealed in sterile containers. 



ymnmsm pct/us92«)!mi7 



1. A conqpoiind of formula (I) 



5 



10 




wherein : 

Rl is -X(CH2)nar or -X(CH2)nR8 or 



f (Oym (c) 



20 



R2 is hydrogen, Ar or (c) ; 

Pi is -X(CH2)nR8; 

P2 is -X(CH2)nR8' -XRgY; 

R3 and R5 are independently hydrogen, Rn, OH, 
25 Ci-aalkoxy, S*(0)qRii, N(R6)2/ Br, F, I, CI, CF3, NHC0R6/ 
-XRg-Y or -X(CH2)nR8 wherein the methylene groups of 
-X(CH2)nR8 ^ unsubstituted or substituted by one or 
more -(CH2)nA^^ groups; 

R4 is hydrogen, Rn, OH, Ci-salkoxy, S{0)qRii, 
30 N(R6)2» -X(Rii), Br, F, I, CI or NHCORe wherein the 
Ci_5alkoxy may be unsubstituted or substituted by OH, 

methoxy or halogen; 

Rg is independently hydrogen or Ci_4alkyl; 

R7 is independently hydrogen, Ci-galkyl or 

35 (CH2)nar; 
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-77- 

Rg is hydrogen, Rn, CO2H, PO3H2, P(0)(0H)R7 

or tetrazole; 

Rg is Cx-iOalkyl' C2-ioail^^i^yl or phenyl all 

of which may be unsubstituted or substituted by one or 
5 more OH, N(R6)2/ COOH, halogen or XCi-5alkyl; 

R^O is ^3 or R4; 

Rjl is Cx-s^lkyl, C2-8^^'^®^yi' C2-8^1J^y^yl 

of which may be unsubstituted or substituted by one or 
more OH, CH2OH, N(Rg)2 or halogen;. 

10 X is (CH2)n/ 0, NRg or S(0)q; 

Y is CH3 or -CH2X(CH2)nAr; 
Ar is: 



15 



20 




(a) (b) 



naphthyl, indolyl, pyridyl or thienyl, 
oxazolidinyl, oxazolyl, thiazolyl, isothiazolyl, 
pyrazolylr triazolyl, tetrazolyl, imidazolyl, 
imidazolidinyl, thiazolidinyl, isoxazolyl, oxadiazolyl, 
25 thiadiazolyl, morpholinyl, piper idinyl, piperazinyl, 

pyrrolyl, or pyrimidyl; all of which may be 
unsxibstituted or substituted by one or more R3 or R4 

groups; 

A is C=0, or [C(R6)2lm' 
30 B is -CH2- or -0-; 

Zi and Z2 are independently hydrogen, 

Ci-8^i'^y^' c2-8^ii^®^yi' c2-8^^^y^y^' ci-s^i-'^o^y' 

SCOqCi-ealkyl, N(R6)2f Br, F, I, CI, NHCORg, 
-X(CH2)nR8' phenyl, benzyl or C3-6cycloalkyl wherein the 
35 Ci-8^1'^yl' C2-8^1-'^®^y^ or C2-8«^l'^y^yl- "^*^y ^® optionally 
substituted by COOH, OH, CO(CH2)nCH3, CO(CH2)nCH2N(R6) 2# 
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.7Jr 

or halogen; or 2i and Z2 together may be -0-A-O- on 

contiguous carbons; 

Z3 is Zi or XR9Y; 

q is zero, one or two; 
5 n is an integer from 0 to six; 

m is 1, 2 or 3; 
and the dotted line indicates the optional presence of a 
double bond; or a phaumaceutically acceptable salt 
thereof; provided that 
10 " R2 is not hydrogen when x'is S(0)q; 

• when the optional double bond is present 
there is only one Rio and there is no Pi; 

• the compound of Formula I is not (IRS) -1,3- 
diphenylindene-2-carboxylic acid; (cis,cis)- 

15 (IRS, 3SR) -1, 3-diphenylindane-2-carboxylic acid; 

(IRS) -3- t3-Methyl-l-phenyl- (IH) -ind-2-en-l-yll 
propionic acid; or (lRS)-2[l,3-diphenyl-(lH)- 
ind-2-en-2-yl]ethanoic acid. 

20 . 2. A conqpound of claim 1 wherein Ri is 

X(CH2)nAr, dihydrobenzofuranyl, benzodioxanyl, 
cyclohexyl, or Ci_4alkyl; R2 is a moiety of formula (a) 
or (b) , Ci_4alkyl, indolyl or hydrogen; R3 and R5 are 
independently hydrogen, OH, Ci-salkoxy, halogen, 

25 -0Ci_4alkyl phenyl, R11CO2R7/ Ci_4alkyl, N(R6)2' 
NH(C0)CH3, -X(CH2)nR8' "^Rg, pyridyl, phenyl or 
S{0)pCi_5alkyl; R4 is hydrogen, OH, Ci-salkoxy, halogen, 
Ci-4alkyl, N(R6)2r NH(C0)CH3 or S(0)pCi_5alkyl; Zi, Z2 
and Z3 are independently XR9Y, benzyl, hydrogen, OH, 

30 Ci-salkoxy, -N(R6)2' S (0) qCi-salkyl, NHCORe, X(CH2)nR8 
or halogen, or Zi and Z2 together may be -0-A-O on 
contiguous carbons; Pi and P2 independently 
hydrogen, CO2H or tetrazole; Ar is a moiety of formula 
(a), or (b), phenyl, or pyridyl and X is (CH2)n 

35 oxygen. 
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3. A confound of claim 2 wherein R3 is 
hydrogen, -X(CH2)nR8 R11CO2R7; R4 and R5 are 
independently hydrogen, OH, Ci-salkoxy, SCi-salkyl, F, 
Br, Ci-3alkyl or NH2; Zi and Z3 are hydrogen and Z2 is 

5 hydrogen, OH, Ci^salkoxy, halogen, X(CH2)nK8' ^^2' 

benzyl or NH(C0)CH3, or Zj and Z2 together may be 0-A-O 

on contiguous carbons. 

4. A compound of claim 3 wherein Ri is a 

10 moiety of formula (b) and R2 is a' moiety of formula (a) 
or (b) ; A is CH2# B is -0-; there is no optional double 
bond; R^ and XR2 are trans to Pi; Z2 is OH, Ci-salkoxy, 
-OCH2CHCH2 or hydrogen, Zi is hydrogen; R3 is hydrogen, 
X(CH2)qC02H or CH=CHC02H, R4 is hydrogen, substituted 

15 phenyl, or Ci.2^^^^^y^ ^5' ^10 ^2 hydrogen. 

5. A compound of claim 1 selected from the 
group consisting of: 

20 (IRS, 2SR, 3SR)-l-(4-Methoxyphenyl)-3-{3,4^methylene- 
dioxyphenyl) indane-2-carboxylic acid; 



(IRS, 2RS, 3SR)-5-Hydroxy-3-(4-methoxyphenyl)-l-(3,4- 
methylenedioxyphenyl) indane-2-carboxylic acid; 

25 

(IRS, 2RS, 3SR)-5-Methoxy-3-(4-methoxyphenyl)-l-(3,4- 
methylenedioxyphenyl) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR)-l,3-Bis(3,4-methylenedioxyphenyl)-5- 
30 5-hydroxyindane-2-carboxylic acid; 



(IRS, 2SR, 3RS)-3- (2-Carboxymethoxy-4-methoxyphenyl)-l- 
(3, 4 -methylenedioxyphenyl) -5- (prop-l-yloxy) -indane-2- 
carboxylic acid; 
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(IRS, 2SR, 3RS) -3- (2-Cari30xymethoxy-4-methoxyphenyl) -1- 
(3, 4-inethylenedioxyphenyl) -5- (prop-l-yloxy) -indane-2- 
carboxylic acid; 

5 (IRS, 2SR, 3SR)-3-(2-Carboxymethoxy-4-methoxyphenyl)-l- 
(2-methoxy-4, S-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
- indane-2-carboxylic acid; 

(IRS, 2SR, 3RS)-3-t2-(l-Carboxyethr2-yloxy)-4-methoxy- 
10 phenyl! -1- (3* 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
lndane-2-carboxylic acid, bis-dlcyclohexylamine salt; 

(IRS, 2SR, 3SR) -3- [2- [ (E) -2-Carboxyethen-l-yl] -4- 
methoxyphenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
15 yloxy) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR) -3- [2- (2-Carboxyeth-l-yl) -4-methoxy- 
phenyll -1- (3, 4-methylenedloxyphenyl) -5- (prop-l-yloxy) - 
indane-2-carboxylic acid; 

20 

(1RS,2SR, 3RS) -3-t2- (3-Carboxyphenyl) -4-methoxyphenyll -1- 
(3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2- 
carboxylic acid^ 

25 6. A pharmaceutical composition comprising a 

confound accordipg to any one of claims 1 to 5, and a 
pharmaceutically acceptable carrier. 

7. A con^jound according to any one of claims 
30 1 to 5 for use as an active thera^utic substance. 

8. A compound according to any one of claims 
1 to 5 for use in antagonizing endothelin receptors. 
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9. A compound according to any one of claims 
1 to 5 for use in treating hypertension, renal failure 
or cerebrovascular disease. 

10. Use of a compound according to any one of 
claims 1 to 5 in the manufacture of a medicament to use 
in the treatment of hypertension, renal failure or 
cerebrovascular disease. 



10 11. A method of antagonizing endothelin 

receptors which comprises administering to a subject in 
need thereof, an effective amount to antagonize 
endothelin receptors of a compound according to any one 
of claims 1 to 5. 

IS 

12. A process for the preparation of a 
compoxind of formula (I) of claim 1 or a pharmaceutical ly 
acceptable salt thereof, which process conprises 
reacting a compound of formula (II) 

20 



25 




(II) 



wherein Z^, 'Z3 and are as described in claim 1 or 

a group convert able thereto, and X is alkyl, with an 
organomagnesium compound of formula (III) 

30 

R2-(Cai2)n-MgBr (III) 



35 



wherein R2 is as described in claim 1 or a group 
convert able thereto, in a suitable solvent 
to provide a compound of formula (IV) 



wo 93/08799 



PCT/US92/09427 



5 




(IV) 



which is reduced and thereafter, when desired or 

necessary undergoes, 
10 a) insertion of Rio ('^en other than hydrogen) 

through conjugate additonf and/or 

b) alkylation or acylation to give confounds 
wherein and P2 are other than CO2H; and/or 

c) conversion Ri, R2» Zj, Z2 and Z3. 
15 to afford a conpound of fonnula (I) . 
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